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Bé xa tim fay iré em.
Poc kf lurdng din sic dung triede kiri dimg.
Thuic miy chi diing theo don thuée.

Thimh phiin cing thire thube: M3i vién nén bao phim chira;

Thinh phin dwee chit:

Xerdoxo 15 me: 15 mg Rivaroxaban

Xerdoxo 20 mg: 20 mg Rivaroxaban

Thinh phéin ti dwoe: Mannitol; Cellulose, Microcrvstalling; Macrogol $000; Poloxamer 188;
sodium Launlsulfate; Croscarmellose Sodium; Silica, Colloidal Anhydrows; Sodium Stearyl
Fumarate; Coating mixture {Hypromellose 15 ¢P; Macrogol 4000; Titanium Dioxide, E171; Iren
Oxide Red, E172; Iron Oxide Yellow, E172 (chi diing cho Xerdoxo 15 mg); Water, Purificd.

Dang bao chié: Vién nén bao phim.

Xerdoxo 15 mg: Vién nén bao phim mén cam 46 dén cam ndu, hinh trdn, hal mat hai 164, 6 khie
50 13 (rén miit mit coa vién.

Kerdoxo 20 mg: Vién nén bao phim méu cam hiing dén hing dim, hinh tron, hai mat hoi 18, o6
khie 56 20 tén mot mit cua vien.

Chi dinh:

Xerdoxo duge chi dinh dé dy phong dit quy va thuyén tie mach todn thin & efe bénh nhin bj
rung nhi khéng do bénh I¥ van tim ¢6 mdt véu 1 nguy co hodic nhiéu hon nhir suy tim, ting
huyét dp, = 75 tudi, ddi thao dudmg, tién sir dot quy hofic con thidu méu ndo.

Xerdoxo duwoc chi dinh diéu trj Huyet Khai Tinh Mach Sau (DVT) va Thuyén Téc Phbi (PE), du
phong DVT va PE tai phad

Cich ding, liéu ding:

Céich ding;

Merdoxo dimg diimg uéng.

Thuie nén dirge ubng cling vidi thire in (xem myc Dic tinh duge dong hoe),

B vdi nhimg bénh nhin khing thé nuit nguyén vién thube, thi co thé nghidn vién thude va 1rin
vifi nirde hode thire n mém nhwr mede o ngay trude khi ding va duoe ding qua dwdmg udng.
Sau khi udng vién Xerdoxo 15mg hodic 20mg dirge nghién ra, nén liép ngay sou vii thire an.
ViEn thube nghién ra o6 thé duge cho qua dng théng da déy sau khi chiic chin vie dit ing thing
diing. Vién thudie nghién ra phii dwye cho vao mét leong nude nhd 48 qua ng thing da diy, sau
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@6 duoe di thém mede. Sau khi uing vién Xerdoxo 15mg hode 20mg duge nghién ra, thi nén
tiép ngay sau véi thite &n qua dudmg rudt (xem myc Bic tinh duge dgng hoc).

Lidu ding:

Dy phing dist quy, vii thuyén tic mach foan thin & binh nkin rung nhi (SPAF)

Liéu khuyén cdo 1 20mg nghy mjl lin, do ciing la lidu thi da duge khuyén edo.

Vie difu tri v&i rivaroxaban nén duge tifp tuc trong thér gian dai véi diéu kign loi ich vé dy
phing dit quy va thuyén tic mach todn thin 14 virot trdi s0 vl nguy co xudt huyét (xem muyc
Cénh bdo va thin trong khi ding thubc).

Néu bénh nhin quén ubng mit lidu thude thi nén udng rivaroxaban ngay khi nhé ra va tiép e
uong neay 1 kin theo lifu khuyén ciio vao ngay tiép theo,

Khéng nén ding lidu gip ddi trong cimg mét ngay dé bi che lidu thube 43 quén khéng ufng.
Diéu tri va dy phémg tii phdt DVT vi PE

Ligu khuyén cdo cho vige bit ddu didu trj DVT hode PE 13 15mg hai lin mai ngdy trong 3 tudn
diiu tién, tiép theo san 13 20mg mét lin mbi ngay dé tiép tye didu tri va dy phing tdi phat DVT
via PE.

Thivi gian didu tr ngdin (it nhit 3 thing) nén dirge xem xét & nhitg bénh nhin bi DVT hofic PE
el nguyén nhan bii cac yéu tt nguy co lom thodng qua (vi dy: dai phiu hodc chin thwong ning
géin ddy). Thir gian didu wj dii hom nén dwge xem xét & nhimg bénh nhdn bi DVT hoie PE c6
nguyén nhin khing lién quan dén chc yéu to nguy co thodng qua, DVT hode PE khonp i
nguyén nhin, hodic tién st DVT hode PE 181 phat,

Khi du phing kéo dai DVT va PE tai phat duge chi dinh (sau khi hodn thanh it ohét 6 thing diéu
tri DVT hodfic PE), lidu khuyén cdo 13 10mg mbi ngiy mit 1in. O nhitng bénh nhén co nguy oo
téi phdt DVT hodc PE, chiing han nhu nhimg ngwdi c6 nhiéu bénh mic kém phirc tap hode
nhiing ngudi dang duge didu t vii dvaroxaban 10mg mét Bn méi ngdy ma vin téi phit DVT
hode PE, nén ¢fin nhic sic dyung litu rivaroxaban 20mg mit lin mdi ngdy.

Thiri gian diéu trf va vifc lya chon lidu nén duge danh gid cin thin v& Igi ich didu tr so vii nguy
co xudt huyét thy timg ed rthin (xem muc Cénh bio va thin uong khi dimg thube).

Khodng thii gian Chié 43 lidu Ting lidu hing
ngiy
Bidu trf va de phing | Ngdy 1-21 15my hai lan mdi ngay | 30mg
DVT va PE (3 phdt Ké tir ngay 22 20mg mit lin mdi 20ma
ngay
Dy phing DVT va PE | Sau khi hodn thanh il | 10mg hodc 20mg mdt | 10 mg
ti phin nhit 6 thing diéu tri lin méi nggy hodic 20mg
DVT hoiic FE

Néu bénh nhin quén ubng mét liu 15mg trong ché db lidu hai 13n m&i ngiy (ngdy 1 - 21), nén
uling rivaroxaban ngay lip tie dé dim bio di 30mg rivaroxaban mdi ngdy. Trong trudmg hop
ndy ¢6 thé ubng hai vién 1 Smg eing mot lic. Bénh nhin nén tép tue v ligw 15ma hai Ko méi
ngdy nhir &3 khuvén cdo cho nhimg ngdy sau.
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Neéw bénh nhin quén udng thube trong ché 43 lidu ngdy mét 13n, nén udng rivaroxaban ngay lap
W va tip tuc trong nhimg ngdy sau véi lidu mot 1in mdi ngay nhr di khuyén cdo. Khing nén
gip ddi lidu trong cing mijt ngay dé bii lidu da quén.

Chuyén d31 tie khdng Vieamin K (VEA) sang rivaraxaban

Vi bénh nhin didn trj dy phong dit quy v thuyén tie mach todn thin, nén ngimg vide didu ]
VEA bit ddu vai rivaroxaban khi chi sd INR <3,

Vi binh nhin didu tri va dy phong tdi phat DVT, PE, nén ngimg didu rj véi VKA v biit ddu
viri rivoroxoban khi chi sd INR 2.5,

Khi chuyén tir VKA sang rivaroxaban, chi s6 INR 58 ting gia sau khi uwéng rivaroxaban, Chi sb
[NR khing ed gid tri do heémg hoat tinh chong ddng cia rivaroxaban, va nhu viy khéing nén sir
durg (xem mye Twong tic, tuomg ky cia thube).

Chuyén tiv vivaroxaban sang cde thude khdng Vitamin K

6 kha niing ching dong khéng diy di trong thé gian chuyén tiép tir rivaroxaban sang VICA,
Céin dam bio chéng ddng ddy Ai, lién tue trong bdt ki thiri gian chuyvén tiép sang mie thude
ching ding thay thé khic. Ciin i ¥ ring rivaraxaban ¢ thé gop phin lam ting chi sb IR

(I bénh nhén chuyén tir rivaroxaban sang VEA, nén sir dyng :In:l:nng thivi rivaroxaban vi VKA cha
toi khi chi s INR >2,0,

Trong hai mgdy diu eta piai doan chuyén ddi thude, lidu VKA didu chinh theo test INR duroe sit
dung sau lidu chudn VEA, Khi bénh nhin sir dung dong thai rivaroxaban v VKA, nén kidm tra
chi 86 INR trrére lidu ké tiép cia rivaroxaban nhung phii sau 24 giér so véi lidu trde dé, Khi
ngimg sur dyng rivaroxaban, tién hinh xét nghiém INR 24 gitr sau liée cudi clng dé co két qud
tin cfy (xem mue Tuong tie , tremg ky eda thude va Cach ding, lidu ding).

Cheyén tiv cde thute ching ding dicimg tiém sang rivaroxaban

(J bénh nhén hign dang sir dung thude ching dong dudmg tiém, ngimg sir dung ede thude ching
ding dudmg tiém vit nén bit ddu uing rivaroxaban 0 dén 2 giir tnede 1in ding tiép theo ciia thudic
tiém (vi dy: cde thude heparin trong lugng phin tir thip) hofic & thid diém ngime cde thudc
truyén tinh mach lién tee (vi du: heparin khing phéin doan truvén tinh mach),

Cheyén tir rivaroxaban sang cic thude ching ding dwing tiém

Npimg ubng rivaroxaban vi bit diu lidu diu tén con thube ching ding dudmg tiém vaoe thii
diém ding liéu rivaroxaban tiép theo.

Didn 506 diic bigy

Sy thin

Dt ligu lim séng con han ché trén nhimg bénh nhin suy thin ning (dd thanh thii ereatinine 15 -
29 ml'phist) cho thity ndng d rivaroxaban trong huyét twong tng 1én dang k&, Vi vy, nén thin
trong khi ding rivaroxaban & nhimg bénh nhin nay. Khing khuyén cdo sir dyng rivaroxaban trén
nhing bénh nhin ¢d d¢ thanh thii creatinin CrC < 15mb/phit {xem mue Cénh bdo vé thin trong
khi ding thude va P tinh duge dong hoc),

{3 bénh nhén suy thin mire &3 trung binh (44 thanh thii creatinin 30 - 49ml/phit) hofic nine (45
thanh thai creatinin 15 - 29mlfphat), lidu khuyén cap dirge ip dung nhur sau:
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- Trong dy phong dit quy va thuyvén tic mach toidn thin & bénh nhin rung nhi khing do van
lim (SPAF), lidu khu}'én cdo 1a 15mg ngay mdt lin (xem mye Bic tinh duge ding hoc).
Trong didu tri v dy phong i phat DVTva PE: bénh nhéin nén duge didu trj 15me ngdy hai
lén trong 3 win ¢hu tign, Sau &4, khi lidu kKhuyén cdo 1 20mg ngay mit lin nén cén nhic
gidm lifu tir 20mg ngay mot lin xudng 15mg ngdy mot lin mi ngdy néu nguy cer xudt huyél
duge dénh gid Ia nhige hon nguy co tdi phit DVT va PE. Liéu khuyén cio 15mg 1a dira vio
che thing s6 nghién ciu duge ddng hoe v chira dinge nghign ciu & A81 tuong 1Am sing nay
{xem muc Cinh bio va thin trong khi ding thube, Pic tinh duge hre hoe vé Dic tinh duce
dbong hoc).

Khi licy khu}'rf‘n cao 13 10mg mdi ngdy mdt lin, khdng cin phii chinh lidu litu khuyén
cdin,

Khing ¢in didu chinh liéu néu rivaroxaban duge dimg & nhitng bénh nhin bi suy thin nhe (45
thanh thii creatinine 50- $0ml/phit) (xem muc Che Bie tinh duge ddng hoe).
Suy gan
Ching chi dinh rivaroxaban ¢ efic benh nhin mie hénh gan di kém vdi bénh dbng mdu va nguy
cor xuiit huyét lién quan vé mat lim sing bao ghm cde bénh nhén xo gan Child Pugh B va C (xem
muc Chong chi dinh va Bac tinh duge ddng hoc),
Ngwrat gia
Khing c¢hn chinh lidu {xem muc Bjc tinh duwe déng hoe)
Ciin ning co thé
Khéng cin chinh lidu (xem mupe Bac tinh duge dong hoe).
G tinh
Khiing cin chinh lidu (xem muyc Bje tinh dige ding hoe),
Tré em
B33 an todn v& higu qud cla thudc & tré em va thanh thigu nién tir 0 dén 18 whi chua duge thid
lip. Khiing cé dif li¢u. Do dé, rivaroxaban khing duge khuyén cdo cho tré em durdi 18 tudi,
Bénh nivdn cin chuyén nhip
Rivaroxaban cd thé duge bit diu holc tiép tuc trén nhimg bénh nhén ein chuyén nhip.
i vidi bénh nhén chuyén nhip dya vio siéu dm qua thie quén ma khing duge didu tr khing
dong trude 46, thi rivaroxaban nén duge béit dau it nhit 4 giir trude chuyén nhip dé ddm bao hidu
qud khing dong diy A (xem muc e tinh dirre lyre hpe va Diic tinh duoe ddng hoc), Nén tim
hitu xem bénh nhin ef sir dyng rivaroxaban nhy trong dom thude trude khi chuyén nhip hay
khong cho tit ¢4 cde bénh nhin. Vide quyét dinh khéd diu v ligu trinh didu trj nén duge dya vio
céc hisdng din didu tri khing déng & bénh nhin chuyén nhip,

SPAF : Nhitng bénh whin 83 dwge PCI (can thigp mach vinh gua da) cd diit stent

Cdc bénh nhin oo rung nhi khing do bénh van tim, nhiing nguot duge thire hién PCI ¢ dit stent

nén duge ding lidu i gidm 15me rivaroxaban mdt lin mdi ngdy (hode 10mg rivaroxaban mét

lin m&i ngiy cho nhimg bénh nhin suy thin trung bink [d3 thanh thai creatinine CrCl: < 15 -
30mb/phit]) b sung vio phde 46 co chit e ché P2Y12, Phie dé didu tri niy durpe khuyén céo
trong toi da 1a 12 thang sau khi thyre haign PCT co dat stent (xem muc Cinh bdo v thdn trong khi
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dimg vii Bic tinh duge Iye hoc). Sau khi hodn thanh ligu phip ching két tp tiéu ciu, nén ting
liw rivaroxaban lén lidu chuin cho nhimg bénh nhén cd rung nhi khing do bénh van tim.

Ching chi djnh:

Ching chi dinh rivaroxaban & bénh nhin min cam véi rivaroxaban hode bit k¥ thanh phin nio
el thude {xem myc Bde tinh duge lire hoe).

Chdng chi dinh rivaroxaban & binh nhin duang xuft huyét lign quan lim sing (nhur xudt huyét ndi
s, Xudit hu}-f:l ticu hda) {(xem muc Cinh bio vii Thin trong khi ding thude).

Chéng ehi djnk rivaroxaban & bénh nhin dang dwge didu tr vl cae thude ching dong khic (vi
dy heparin khéng phin doan (UFH), heparin trong lugng phdn i thip (enoxaparin, dalteparin,
), cde din xudt heparin (fondaparinux,...), cde thube chéng déng dang ubng (warfarin,
dubigatran etexilate, apixaban, ....) ngoai trir cée trdmg hgp oy thé rong gial doan chuyén 1ir mdt
thudc chﬁng diing ndty sang mét thube ching dong khic (xem myc Cich ding, Lifu ditng) hodc
khi UFH duge cho é lidu cin thiét 42 duy tri vige mér dng théng déng mach hode tinh mach trung
tam (xem muc Tuomg thc, tuomg ky cia thubc),

Chéng chi dinh rivaroxaban & cde bénh nhin méc bénk gan di kém voi rdi logn déng mdu vi
nguy co chay mdu ¢ lidn quan vt mit lidm sing ké ed nhirng bénh nhin xo gan v :-:E'p Lot
Child Pugh B vaC,

Chéng chi dinh rivaroxaban & phy nit mang thai va trong thisi pian nuéi con bing sita me (xem
mye Sir dung thude & phu nit cd thai va cho con bi).

Cinh bio vi thin trgng khi ding thufe:

Khuyén edo theo dbi lim sing phi hop vii thue hanh chéng ddng méu trong subt thi gian didu
Iri.

Neuy cer xudt huyét

Ciing gidng nhir efic thude chong déng khie, nhitg bénh nhin sit dyung rivaroxaban phii duoe
quan sit cin thin véi efie ddu hidu xudt huyét. Khuyén co nén sir dung thin trong trong nhimeg
chimg bénh ¢ gia ting nguy co xuit huyét. Phii ngimg ding rivaroxaban néu c6 xuft huyét xdy
ra {xem phin Qué lidu v eich xi 1),

Trong nhimg nghidn cire 13m sing, nhimg xudt huyét niém mac (nhr chiy mdo cam, loi. tiéy
hia, tiét miéu sinh due bao pbm bit thutmg dm dao holic tng chay méu kinh) va thifu méu
thutmg duge thiy nhidu hom trong théi gian didu tri rivaroxaban lau dii so voi didu tf VKA. Vi
vdy, ngodi theo ddi lam sing diy di, thi cdc test xét nghiém haemoglobinhacmatocrit ¢d thé co
gid tri phat hign xult huyét bi che 1dp va dinh lhrgmg mire dd dnh hiémg trén lam sing khi xudt
huyet rd ring, khi duge xem 14 thich ding.

Vi phin nhdm bénh nhin, nhir duge trinh by chi iét dwdi ddy, cé nguy co xudt huyét gia ting.
Nhimg bénh nhin niy phai duge theo ddi ede diu hidu v trigu chimg ela céde Bicn chimyg it
huyét v thidu mau mét edch cin thin sau khi bit diu diéw tj (xem mye Tic dyng khing mong
muin caa thude),

Bit ki sy tut gidm haemoglohin hay huyét dp khong gidi thich dwoe phai tim kidm vi tr xudl
huyét, Mie di diéu trj vai rivaroxaban khdng cin phéi theo dii thudmg quy sir phoi nhifm thube,

5
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nhung nong di rivaroxaban duge do lutmg vai xét nghiém dinh hrgmg khing Yéu Té Xa durgre

chudn dinh ¢ thé cé ich lgi trong nhimg tredmg hop ngoai 18 ma sy am hidu vé phoi ohidm

rivaroxaban ¢é thé gitp cho nhimg quyét dinh vé ldm sing, vi dy: qué lidu va phiu thudt cdp cim

{xem mue Dic tinh duge lye hoe v Dae tinh duwoe ddng hoc).

Bémh nficin ireé em

Cé dir lidu han ché & tré em bj huyét khéi (inh mach nio vA xoang bi nhiém tring hé thin kinh

trung womg (xem phén Dée tinh duoe lye hoe), Clin dénb gid cfin thén nguy co chiy mau trude va

trong khi diéu tri l:né.ng rivaroxaban,

Thuse ding dong thér

Khing khuydn cdo st dung déng thisi rivaroxaban va thude chéng nim nhém azole ding duimg

todn thin (nhr ketoconazole, itraconazole, voriconazole v posaconazole) hodie thude e ché

protease HIV (vi dy ritonavir). Nhimg thudc niy 13 cic chit e ché manh cd CYP3A4 1in P-gp

vit do d6 e6 the lim ting néng &9 rivaroxaban trong huyét twong dén mic 46 b lign quan dén

lim shng (trung binh gap 2,6 1an) c6 thé din dén ting nguy co xudt huyét (xem mye Tiong tic,

twomg ky cia thube).

Tuy nhién, thube ching ndm nhém azole nhur fluconazol 1 mét chit ire ché CYP 344 & mie dd

trung binh, it ¢d inh udng 18n sir phoi nhiém cia rivaroxaban hon va ¢6 the duge dimg déng

thiri (xem myc Tuomg tic, twong ky ¢ia thude),

Ciin thin trong khi digu tri ddng thii véi cde thude anh huémg dén cldm miu nhu thude ching

viém khing steroid (NSAIDs), acid acetylsalicylic (ASA) va thude (e ché k&t tip tidu ciu hodc

thudie fic ché tdi thu héi serotonin cd chon loe (SSRIs) va thude tre ché 14 thu hbi serotonin

norepinephrine (SNRIs). Bdi véi nhimg biah nhin ¢d nguy co mic bénh loét duimg tidu hoa, co

the cin nhile diéu tri di phang thich hop (xem mye Tuong tic, wreng ky cdn thubc),

Céc v th xudt huvét khie

Tuong nr nhw cde thude ching huydt khii khic. cin thin trong khi sir dung rivaroxaban & cic

bénh nhin cd nguy co can xudt huyét nh;

- Réi logn ddng mau bdm sinh hojic méc phai,

- Tang huyét ép ding mach nghiém trong khong kidm sodt duoe.

- DBénh loét duémg tidu héa dang tién trién cd khi niing din dén bién chimg chiy méu (vi du:
benh vidm rudt, viém thye quan, viém da day va bénh trdo nguge da day thue quin).

= Bénh Iy¥ ving mac do mach madu.

- (Gidn phé qudn hode tidn sic xult huydt phéi,

Xuiit huyét trong qué trinh diéu tri ching huyét khi cd thé 13 biéu hién cia ung thy dc tinh tiém

fin chum duge biét 8, die bigt 14 & dutmg tiéu héa hode sinh due, Bénh nhan méc ung the éc tinh

et the ddng tha e6 npuy co xudbt huyét vi huyét khéi cao hom. Cén cin nhiic lgi ich ciia vige diéu

trf chéng huyét khdi so viri nguy co chiy méu & bénh nhin ung thy dya vao vi tri khéi u, ligy

phidp didu tri ung thu ma bénh nhin dang sir dung vi piai doan binh,

Cin theo ddi binh nhin néu bénh nhin dang ding ddng thiri voi cic thube anh huimg dén qui

rinh eém médu - ddng méu nhur cie thude chiing viém khing phii steroid (NSAID), thude (e ché

kit tap tidu ciu, cae thude ching huyét khéi khde holle cde chit e ché i thu héi serotinin chon
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loe (SSRI), chit (e ché t4i thu héi norepinephrine serotonin (SNRI), (xem mue Tuong tae, tuong
kv cia thude).

Nem xét didu trj dur phémg xufit huyét trén bénh nhin cé nguy co loét dirdmg tidéu hda (xem myc
Turomg tac, tieng ky cla ﬂ'I.Ll‘i:]H,'-}.

Phi tim vi trf xudt huyét khi hemoglobin hodc huyét dp gidm khéing gidi thich dioc,

Bénh phin ung thy

Bénh nhin mic u de tinh co thd ddng thir co nguy co xudt huyét v huyét khii cac hon. Lei fch
cd nhiin cia didu trj chéng huyét khdi nén duge cin nhic v&i nguy co xufit huyét & bénh nhin
ung thr tién trien phy thudc vio vi tri khii u, lidu phip ching ung thir va giai doan bénh. Cie
khiii u ndm trong duimg tiéu héa hode dwimg tiét nidu sinh dye cé lién quan dén vige tang nguy
CoF Xl hu}-ét khi diéa ir hing pvaroxshan,

Chéng chi dinh diing rivaroxaban & nhimg bénh nhin o6 khéi u ac tinh o6 nguy co xuft huyét
cao (xem myc Ching chi dinh).

Bénh nhiin thay van tim nhén tao

Rivaroxaban khéng dige khuyén cdo didu tri dir phing huyét khii & nhiig bénh nhin gin diy
di il qua thay van dfng mach chi gua da (TAVR) dyga trén dF lidu tir mdt nghién el lim sing
nafu nhién cd ddi chimg so sdnh rvaroxaban véi mot thude Khdng tiéu cdu (xem mue Bc tinh
durgre e hoe ).

£ an todn va hidu qud eta rivaroxaban chia doge nghién ciu & bénh nhin thay van tim nhdn
tao, do dé khéng ¢ dif 1idu cho Tl'u'i}r rivaroxaban 20mg (13mg & bénh nhin suy gidm chire ning
thiin vira hodic nang) dem lai sir chéing déng déy di & nhilmg bénh nhin nay.

Bénh nhin nouy eor cao vii hii chimg khing phospholipid (APS) cd bd ba dirome tink

Thube chéng dang dubmg udng tée dyng trge tiép (DOAC) bao gdm rivaroxaban khing due
khuyén cho trén hénh nhin cd tién sit binh huyét khii da dwoe chin dodn hdi chimg khéng
phospholipid. Dic bigt ddi vdi nhimg bénh nhin cé by ba diemg tinh (khang phospholipid.
khing déng lupus, khing thé khing cardiolipin vA khang thé khing beta 2-glycoprotein 1), vi
vige didu tri bing DOAC 6 thé lién quan dén ting t¥ 1é tdi phat cac bifn cf huyét khii so i
khang vitamin K {(VEKA).

aP Al Mhimg bénh nhin dwge thue hién PCI b &t stent

Cée dir lidu 13m sdng cd duge tir mot nghidn ciru can thi¢p v&i muc dich chinh [ dinh gid s an
toan & nhimg bénh nhén cé rung nhi khang phdi do bénh van tim, eo kém &t stent. DIt liéu vé
higu qua trong quin thé ndy rit han ché (xem myc Cich dimg, lidu ding: Pdc tinh dige lye
hpe). Khing 6 dif lidu vé bénh nhin co tién st ddt quy/eon thidu mdu eyc b thodng qua (T1A).
Diéu tri va d i phét DVT vi PE: bénh nhin bi thuyén tic phdi (PE) ¢ huvét dong hoe
khéng dn dinh hodc in Lim tan huyét khii hay phiu thuit liy huyét khéi & phdi
Rivaroxaban khing dwge khuyeén co didu tri thay thé cho beparin khong phin doan trén bénh
nbdn ¢b thuyén tie phii co huyé dong khéng dn djnh hodic co thé dicu tri tan huvét khii hay lim
phiu thugt l:ig.r huyet khoi & phﬁi do d§ an wian vi hidu qua cda rivaroxaban chira duge chimg
minh trong nhimg tinh hufmg lim sing nay.
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Cifiy t true thiin kinh (npoédi ming eimafily séne)

Khi gdy t& trye thin kinh (tiy sdng/ngodi ming ctimg) hodie choe dis iy séng/ngodi mang cimg,
bénh nhiin duge didu trj bing thube chong huyét khdi d& ngan chin cde bién chimg huyét khbi ¢o
nguy co bi W miw ngoai ming cimg hode tiy sdng cd thé din dén lis 1au dai.

Neuy cor ndy thim chi con ting cao khi sit dung thi thut 43t dng théng ngodi mang cimg hodic
sir dyung ding thid thude cim mau, Nguy co ciing cé thé ting 1én do chin thuemg hode 1 choc
di ngodi ming cimg holic thy sbog,

Bénh nhin nén dwge thidmg xuyén theo dai diu hidu va triéu chimg anh huéng trén thin kinh (vi
du; 12 chiin hofic chéin yéu, suy chic nling rudt hodc bing quang), Trong trubmg hop ghi nhin s
anh huemg thin kinh, cin chin dodn va didu trj khin cdp.

Béc 5T nén cin nhie nguy co vi lei feh tiém tang trde khi can thigp true thin kinh & bénh nhin
47 hoge sip ding khing déng dé dy phéng hnyét khii,

Khong cd kinh nghidm lam sang si dung nvaroxaban 1 5mg va 20mg trong cic mrimg hop ndy,
D& giam nguy co chiy miu tiém fn lién quean din vige sir dung déng thin rivaroxaban v giy 18
tryc thin kinh (ngodi mang cimp/iiy s&ng‘] hodie choe di tiy song, nén xem xét ho so duoe ding
hpe cla rivaroxaban. Dt hofie mit ﬁng thang ngodi mang cimg hoje choe dé tiy song duge thre
hign 161 nhit khi tde dyng ching dong méu cia rivaroxahan duoc wdc tinh la thip. Tuy nhién,
thii diém chinh xic d# tie dung ching ddng mau di thip & mai bénh nhin vn chua duge bil
v cin cin nhic tinh cap thidt cia vige chin dodn,

Vide rit dng thing npodi mang cimg vi dua vao cde dde tnh disge ddng hoe chung it nhat 13 sau
2 lin thoi gian bdn thai, nhir it nhdt 18 gitr & bénh nhin tré tudi va 26 gitr & ngudi gid, sau in
udng rivaroxaban cudi (xem mye Bac tinh duoe ding hoc).

Nén udng rivaroxaban som nhit 13 6 gio sau khi rit bo dng thong,

Néu ¢d sang thuong do choe db, rivaroxaban nén dige udng chim lai 24 pidr,

Khing eo dif ligu v& thii diém dit hofe mit dng théng ngodi ming cimg & tré em khi dimg
rivarexaban. Trong nhimg tndmg hop nha vy, hiiv ngimg ding rivaroxaban vi xem xét dimg
thute ching ddng méu duimg tiém tic dung nefin.

Licu dimg khuvén cdo trude vi sau khi lim thi thuft xim liin v can thi¢p philu thut

Khi ein tifn hanh cic thi thudt xim Mn holc can thigp philu thuft, nén neime didu i bing
rivaroxahan t0i thigu 24 gidr trwde khi thye hién can thigp néu o6 thé va dira trén sy danh gid lim
sang cua bdc &7,

Neéu khing thé tri hodin vige thire hign thi thugt, thi nén dinh gid sy ting nguy cor it huyét v
tinh cip thiét cia can thiép,

Sau khi tién hinh cde this thuft xim ln hofie can thiép phiu thudt, nén bit ddu st dyng lai
rivieroaban ngay khi c6 the midn 12 tinh trang 14m sing cho phép vi qué trinh cim miu diy do
da dircre thiét Jp.

i gid

Tng wéi edng ¢ thé |am ting nguy co xult huyét (xem mye Béc tinh duoc ding hoc).

Phin fmp trén da

Céc phan tmg trén da nghiém trong bao gdm hii chimg Stevens-Johnson/nhiém ddc hoai tir bidu
bi v hdi chimg DRESS da duge bio cdo trong che khio sit hiu mai o lién quan dén vige si
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dung rivaroxaban (xem myc Téc dyng khing mong mudn cia thudc). Bénh nhin dudmg nhir cd
nguy e eao nhiit voi nhitng phin {ing nay & giai doan sém cia quéd trinh didu tri: trong phin lén
truimg hop, cde phin mg khéi phét trong vong nhimg tufin ddu tidn didu trf. Nén ngimg
rivaroxaban khi gip sw xudl hign ddu tién cta phit ban da nghiém trong (vi du: lan réng, nhidu
"-’a-"hﬂfi': phémg rop). hodc it k¥ ditu hi¢u min cim nio khic kit hop vii thn thuromg niém mac.

idm chire nfing thin

(3 bénh nhin suy gitm chirc ndng lh-pn & mirc d§ trung binh (CrCl 30-49mL/phit), nén thin
trong khi sir dyng rivaroxabun &dng thi véi cde thude khic lam ting ndng dd rivaroxaban trong
Tyt ['“'”“l:- {":-E'm mye Tuong tée, tuomg ky cla muﬂc}

(3 bénh nhiin suy gidm chirc ndng thin nding (CrCl < 30 ml/phit), ndng dé rivaroxaban ¢d the
tang lén ding k& (trung binh gdp 1,6 1dn) cd thé din dén ting nguy co xudt huyét,

Nén thin trong khi sir dung rivaroxaban & bénh nhin ¢6 CrCl 15-29mL/phit. Khdng khuyén cdo
sit dung & bénh nhin ed CrCl < 13mL/phit (xem mye Cach ding, liéu ding va BPic tinh duwoe
ding hoo).

Cin theo dii chit ehé cic diu higu cia bidn chimg xudt huyét sau khi bit ddu didu tr & bénk
nhin suy gidm chie ning thin nfing hofic ting nguy co xudt huyét vi binh nhin s dung ddng
thivi thudie ching nim nhom azole ding duémg todn thin hodie ede thube (e ché protease HIV
(xem muye Tuong téc, tuong ky clia thude).

Phu nit & dis tudi sinh sdn

Chi nén sir dung rivaroxahan & phu nir & 48 widi sinh sin khi ¢o bign phép trdnh thai higu qua.
Kéo dii khedng OTc

Rivaroxaban khing e tde dung kéo diai khoang QTe.

[hisng tin vé 14 durere

Ihude ndy chim it hon 1 mmol natri (23 mig) trén mii dom vi liéu, nghia 1 vé co ban 14 "khiing
€o natri®.

Sir dung thube cho phu nir e6 thai vi cho con bi:

Thin kv mane thai

B0 an todn va higu qud cda rivaroxaban & phy nir mang thai chua duge thist ldp.

Cie nghign cir tmén ding vit 42 cho thiy die tinh sinh sin (xem muc D lidu an todn tién 1im
sang). Do dde tinh sinh sin tiém dn, nguy co xudt huyét ndi sinh va béng chimg la rivaroxaban
qua dwge hiing rie nhau thai, chiing chi djnh rivaroxaban & phy 0@ ¢ thai (xem muc Chéng chi
dinh),

Phy nir cd khi ndng mang thai nén tranh mang thai trong khi diéu trj bing rivaroxaban.

Thin kv cho con bd

2§ an toan vi hiéu qua coa rivaroxaban & phy nit cho con b chua duge thiét lp, DI ligu tir
déng vit cho thiy rivaroxaban dupe bai tiét vio sira me. Do d8, chéng chi dinh ding rivaroxaban
teong thiri gian cho con bi (xem mue Ching chi dinh). Cin phai quvét dinh ngimg cho con bi
hode ngimgkhing didu tr.

K.hi ning sinh sdn
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Khéng cé nphién etu ey thé nio vé rvaroxaban & nguedd dure tién hanh ¢ danh gia téc djng lén
kha ndng sinh san. Trong mét nghién ciu vé khi nang sinh sin coa chud duc va chugt cai,
khong thiy tic dung ndo (xem mue D Lidu an todn tién [Am sz,

Anh huimg et thude lén khi ning i xe va viin hiinh miy moe:

Rivaroxabun ¢ anh hirdmg nhd ddn kha ndng 14 %e vh vin hanh méy mée. Cac phan img o6 hai
nhur ngat (tin sudt: khéng thuimg gip) va chéng mat (tin suft: thitmg gip) 48 duoc béo cho
(xem mue Tac dung khéng mong mucn cia thude). Bénh nhin gip phdi nhimg phin img o6 hai
ndy khiéng nén lai xe hodic sir dyng may mdc.

Tuong tie, trong Ky cha thufc:

Mire di tuomg téc & tré em khéng duge bidt dén. D ligu twong the duge dé cip dudi diy dugc
thu thiip & ngwéi 1ém vk cde cdnh bdo trong mue Cénh béo va thiin trong khi dang thube nén duge
tinh dén dii vid wé em,

Chét ire ché CYP3IA4 va P-gp

Ding dﬁmg thin rivaroxaban véi ketoconazole (400mg min lém"ngé.}r} hofic ritonavir (600mg hai
lin‘ngay) din dén AUC trung binh cia rivaroxaban & trang thai én dinh ting 2,6 1An/2.5 lin va
Crmax trung binh rivaroxaban ting pip 1.7 1an/1,6 1in cing véi sy ting khing ding ké the dung
dugre lye hoe o thé din den ting nguy co xudt huyét. Vi viy, khing khuydn cdo sir dung
rivaroxaban domg thid voi cdc thudc khing mdm nhém arzole ding dudmg todn thin nhu
keloconazole, itraconazole, voriconazole va posaconazale hofic cdc thude re ehi protease HIV,
Cée hogt chat ndy 14 chat trc ché CYP3A4 va P-gp manh (xem myc Cinh bio v thin trong khi
diing thudc).

Cac hoat chit chi e ché manh mét trong céc con duimg thai trir cila rivaroxaban, hode L4
CYPIA4 hode P-gp, duge cho 14 s lam ting nbng di rivaroxaban trong huyét twemg & mire d
thip hem. Vi dy, elarithromyein (500mg 2 Jﬁm’ngﬁ}']. dupe xem 14 mt chit de ché CYP3A4
marth v {re ¢hé P-gp trung binh, khi str dung déng thai diin dén AUC trung binh eia rivaroxaban
tEng gip 1,5 lin va Cmax ting gip 1.4 lin. Sy tang 1&n gin voi tim bién thién binh thuémg cis
AUC vi Cmax dwoe coi 1d khing lign quan vé m3t 1im sang. (DS voi bénh nhin suy thin: xem
mue Cinh bédo vi thin trong khi ding thude),

Erythromycin {500mg 3 lin/npay), itc ché CYP3A4 vi P-gp & mire vira phai, khi sit dung dong
thoi din dén AUC va Cmax trung binh ctia rivaroxaban ting gip 1,3 ln. S ting 1én ndy ndm
trong tim bién thién binh thubmg cia AUC vi Cmax vi duoe eoi 14 khing ¢ ¥ nghia trén lim
séng.

O nhimg bénh nhin bj suy thin nhe, erythromyein (500mg, 3 Fn'ngay) Em ting AUC trung
binh e rivaroxaban 1én 1,8 lan vi Cmax ting 1.6 1in khi so véi nhimg d8i hromg cb chire ning
thin binh thuimg khong ding erythromyein ddng thivi . O nhimg bénh nhin cd suy thin mire i
trung binh, erythromyein lam tang AUC trung hinh cia rivaroxaban gép 2,0 lin v C max ting
1.6 lin so véi nhimg d6i twymg b chire ning thin binh thémg khiing dimg ervthromyein déng
thin, Tic dung cla erythromycin cdng vii tde dung cla suy thin (xem muc Cianh bao va thin
trong khi diing thude),

g
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Fluconazole (400mg | linngay), dirgre xem I3 thudet e ché CYPIA4 vira phai, din dén ting
AUC trung binh ciia rivaroxaban 1én 1.4 lin vé ting Cmax trung binh 1,3 lan. Sir ting nay vin
trong gidi han bién thién binh thidmg cia AUC va Cmax va duge xem 12 khing lién quan v mat
lim sdng (D6 vii bénh nhin suy thin: xem mye Canh bio v thin trong khi ding thube). Vi dir
liéu Idm sang han ché ¢b sin véi dronedarone, nén tranh it dyng déng thii véi rivaroxaban,

Ciie thude ching ding

Sau khi st dung phiiri herp enoxaparin {(40mg don liéu) v rivaroxaban {10mg dom lidu), ghi nhin
¢t tie dung cdng thém trén hoat tinh &c ché yéu 8 Xa nhumg khong o6 bit kv the dong cdng
thém test ddng mdu (PT, aPTT). Enoxaparin khiéng tic déng dén duoc dong hoc cia
rivaroxaban,

Do nguy o xuit huyet gia ting, nén cin chii § bénh nhin néu didu tri déng thii vai bit ki cde
thube ching dong khie (xem muc Chéng chi dinh va Cinh béo va thin trong khi ding thude).
MNSAIDs'Che thude tre ché két dp tidu giu

Sir dung ding thisi rivaroxaban (15mg) va 500mg naproxen, khiing thiy ¢ s kéo dii lign quan
dén thid gian xuit huyét vé mit lim sing. Tuy nhién, dip img duge lire hoe trén mit 56 bénh
nhin ¢ the 1o rét hom,

Chua thiy cb ede twong tée duge ding hpe va diuge lye hoe ding k& vé& mat 1dm sang khi
rivaroxaban die diing ddng thin véi 500mg acid acetylsalicylic.

Clopidogre! (lidu nap 300mg, sau do ding lidu duy i 75me) khing 1h§:,.' eb tremg e duge ding
hoc v rivaroxaban (13mg) nhung & mdt nhdm nho bénh nhin ghi nhin duge g ting lién quan
dén thiri gian xudt huyér, ma khing c twong quan dén s kit @p Gidu cdu, P-selectin hofic ndng
di thy thé GPIIb Alla.

Cén cha v bénh nhin néu diéu tri bénh nhén dong thii vai NSAIDs {bao gf:‘.im acid
acetylsalicylic) va thude e ché két tip titu cau vi cac thude ndy thudmg lam ting nguy co xuit
huvit mit cich diic trumg (xem pl'uahn Canh bio va thin trong khi ding thube).

ahRIaSMNRTs

Nhir ede thube chong dong mau kivde, ¢d thé cd khi ning bénh nhin bi ting nguy co xuft huyé
trong trrtmg hop ding déng thad vii SSRIs hodic SNRIs theo nhir tie dung direre bin edo cia cic
thude niy twén tidu chu. Khi duge sir dung dbng thin vér rivaroxaban trong nghién ¢t lim sing
trj lidu, 1 1& eao hem efie bién ¢b xuil huyét nghiém trong hofic khéng nghiém trong lign quan
dén lam sing déu mip & it cd cde nhom didu i,

Warfurin

Viée chuvén dbi cho bénh nhin tir warfarin (INR 2,0 - 3,0) sang rivaroxaban (20me) hoic tir
rivaroxaban (20mg) sang warfarin (INR 2,0 - 3,0) lam thid gian prothrombin/INR. (Neoplastin)
tdng thém nhidu hom mike efng hop (c6 thé quan sat pid trj INR ng 18n dén 12), trong khi tdc
dyng [€n trén aPTT, hoat tinh (e ché yéu td Xa va thrombin ngi sinh e6 khi niing cdng hop.

Néu mudn kidm tra tic dyng duge lye hge cia rivaroxaban trong giai doan chuyén dai thude, co
the sir dung céc test vé hogt tinh te ché yéu td Xa. PiCT va Hep test do nhimg xét nphi¢m niy
khing bj tic dong b warfarin, Tir ngiy thi 4 sau khi dimg warfarin teér di, tit ef ede test {bao
gbm PT, aPTT, tre ché hoat tinh yéu té Xa va ETP) chi phan énh tac dung cia rivaroxaban.
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Néw mudn kidm tra tée dung duge lie hoc cla warfarin trong giai doan chuyén d&i thude, cd thé
do luémg chi so6 INR & thii diém rvaroxaban dat nong &0 diy (24 giér sau khi uﬁng lidu
rivaroxaban tnnie) do & thii diém do, rivaroxaban inh huémg dén xét nghiém & mie 43 nho
nlit.

Khing ghi nhin twong tic duge dfng hoe gitta warfarin va dvaroxaban,

[hude gdy cim ime CYPIA4

Ding dong thiri rivaroxaban véi chit cam (mg CYP3A4 manh nhu rifampicin din dén AUC
trung binh elia rivaroxaban gidm khodng 50%, song song vl giam the dung duge lue hoc coa
thube, Vige ding ding thii rivaroxaban voi cie chat cim tmg CYP3A4 manh khic (vi dw
phenytoin, carbamazepine, phenobarbital hodic St John's Wort (Hypericum perforaium)) co thi
din dén giam néng d§ rivaroxaban trong huyét tuomg. Do dé, nén tranh sir dung déng thiv cic
thude piy cim img manh CYPIA4 trir khi bénh nhin dwee theo dai chit che cée diu higu va
triéu chimg et huyét khii.

Cie lidu phap dd ng thin khic

Khéng quan sit thiv tueng tie duge déng hoc hodie duge e hoe eb ¥ nghia lim sing khi sir
dung déng thiri rivaroxaban voi midazolam (co chit cia CYP3A4), digoxin (cor chit cia P-gp),
alorvastatin (co chit cila CYP3A4 va P-gp) hodc emeprazole (chit e ché bom protan],
Rivaroxahan khéng irc ché hay cim img véi bit ki ddng phin chinh cia CYP ndo nhir CYP3A4.
Khéng quan sit thily nrong tic lim aing v thire fin (xem mye Cach ding, lidu ding).

Tuomg tic vii cie thing sé xét nghiém

Cae thing =0 xét nghiém dong mau (vi dy: PT, aPTT, HepTest) duge cho la ¢ dnh hirémg do
phwromg thire tie deng cia rivaroxaban (xem mue Bjc tinh dirge hee hoc).

Tiromg ky: ciia thuie:

Do khing 6 eae nghién cim vé tinh tuong ky cia thude, khdng trin 1an thude ndy véi cde thube
khiac.

Tie dyng khing mong muin cda thude:

Tém tir div lidu veé do an lodan

Tinh an toin cia rivaroxaban di dugc dénh gid trong 13 nghién cine pha 1 {xem Béng 1).

MNhin chung, 69.608 b¢nh nhin nguid 1én rong 19 nghién ciru pha 111 vi 488 bénh nhi trong hai
nghién ciru pha 1l va hai nghién ¢iru pha [ dd ding rivaroxaban,

Bing 1: Si bénh nhiin nghién ci, thng liéu hang ngiy va khoing thii gian didu tri i da
trong cic nghicn edu pha L1 & ngwdi lém va (ré em

Chi djnh Sih bignh Tong licu hing | Khodng thisi |

nhin* ngay gian didu tri |

. toi da |
Phing ngima thuyén tic huyeét khoi tinh | 6.097 10mg 39 ngay .

mach (VTE) & bénh nhin ngwdn lém
durgre phiu thugt theo chuong trinh thay
thé khip hing hotic khap gbi,
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Phong neira thuyén tic huyét khoi tinh | 3.997 10mg 39 ngay
mach (VTE) @ bénh nhin mic bénh ndi

khoa cip phii nhip vién.

Ditu tri va dy phong huyét khdi tinh | 6.790 Ngay 1-21: 30mg | 21 thing
mgch siu (DVT) va thuyén tdc phai Ngay 22 wowd di:

(PE). 20mg

Sau it nhit 6
thing: 10mg hofie

20my
Dicu trj thuyén tic huyét khdi tnh | 329 Lidu didu chinh | 12 thing
mach vh phdng ngira t41 phit VTE & tré theo trong lugng
so sinh di thang v teé em dudi 18 wdi o thé A& dat duoe
saw khi bt diu didu tr ching déng mirc tuong tyw nhir

mirc dd guan sal
thiv & ngudd 1om
duge didu trf DVT

Vi 20mg
rivaroxaban  mdt
lin mfi ngay
Dir phong ngira 46t quy vi thuyén tic | 7.750 20mig 41 thiing
mach todn thin o ede binh nhin rung
nhi khong do bénh I¥ van tim
Dy phong huyét khéi & bénh nhdn | 10.225 5mg hofc I0mg |31 thing
ngwii lém sau hdi ching mach vanh temg 1mg trong
cip (ALS) ket hop vai ASA

hoe ASA cling
visi  clopidogrel
hode ticlopidin

D phong bién cd huyét khdi xo vim & | 18.244 Smg ding dong | 47 thang
bénh nhén nji tri CAD/PAD théri voi ASA hofic
10 mg dom lidu
3.256%* Smg  ding déng | 42 thing
thir véri ASA

* Bénh nhin sir dung it nhat mijt lidu rivaroxaban
** Tir nghién ciru VOYAGER PAD

Cée phin ng eo hgi duge bdo cdo thubmg gap nhit & bénh nhin ding rivaroxaban 13 chay méu
(xem myc Cinh bao va thin trong khi dimg thude va "M 14 cde phin tmg bat loi dwoe hra chon'
bén dindi) (Bang 2). Thuimg gip nhit la chiy miu cam (4,5%) v xufit huyét dudng tidu hoa
{3, 8%).
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Bing 2: Ty I} hidn cf xufdt huyét* va thifu mdu & binh nhin a4 diéu trj rivaroxaban trong

ehe nghién e pha 11 @5 hodn tit i nguii lim vi fré em

Chi dinh Xudit huyit bit ky Thitu mdu

Phime ngira thuyén tie huyét khoi tinh mach (VTE) & | 6,8% bénh nhin 5,9%% bénh nhin
ngedi 1on dupe phiu thuit thee chuong trinh thay thé
khép hing hode khép gii.
Phing ngira thuyén tie huyét khdi tinh mach & bénh nhin | 12,6% bénh nhin | 2,1% bénh nhin
mie bénh néi khon edp phai nhip visn,
Bidu tri vid di phong huyét khdi tinh mach sy (DVT)va | 23% bénh nhin 1,6% bénh nhin
thuveén e phii (PE).

| By tr thuvén e huyét kbdi Geh mach va phing ngira | 39,5% bénh nhiin | 4,6% bénh nhin
tai phit VIE & tré s sinh da thang va tré em dudi 18
tudi sau khi bt déu didu tri chﬂng dong
Dir phidng a0t quy va thuyén tic mach todn thin & cic | 28 wén 100 bénh | 2.5 trén 100
b¢énh rung nhi khing do bénh v van tim. nhin hing nam bénh nhin hang

filirm

Dur phong huyét khéi & bénh nhin ngudi lén sau hii
chimg mach vinh cip (ACS)

22 wén 100 binh | 1,4 wén 100

nhin hing nim

5 bénh nhin hing
nim

Dy phong bitn cd huyét khéi xo vita & bénh nhin
CAD/PAD

6,7 trén 100 bénh

nhin hing nim

0,15 trén 100
bénh nhin hing

II'IE.I!'I

8,38 tén 100 bgnh | 0,74 wén

nhin héing nam®

100
| bénh nhidn hing
nﬁl-n".li

=% MGt cdch tidp efin co chon loe dé thu thip bidn cb bit loi da duge dp dung

* Db v it ed cic nghién el vé rivaroxaban, Wt ci cic bién cb chay mau déu duge thu thip,

bédo cho vi phin logi

** Trong nghién cia COMPASS, tv 1€ thifu mau thip do cdch tidp ciin cb chon loc dbi voi vide

thut thip cac bidn cd bt lgi di duge dp dung

# Tir nghién ciu VOYAGER PAD

fng 1i¢t ke cac tac dur 1

Béo cdo thn sudt cic phan dmg phy cia rivaroxaban & ngui Ién va tré em duge tém it rong
Béng 3 dudi ¢y theo phin loal co quan hé théng (trong MedDRA) va theo tin suft,

Tin sudt duoe xdc dinh nhur sau:
Rét thutmg gdp (=1/10)
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Thutmg gip (=1/100 dén <1/10)

[t gap (=1/1.000 dén <1/100)

Hidm glp (=1/10.000 dén <1/1.000)

Rt hidm gap (<1/10,000)

Chura bidt (khing thé fre tinh tir dit lidu hign cé).

Bing 3: Tét ci cie phin dmg ¢6 hai cia thube trong qud trinh di¢u trj duge bio cdo trin
cie bfnh nhiin trong thir nghi¢m Eim sang pha 111 hedc théng qua vide sir dyng sau khi dwa
ra thi trirdmg* va trong hai nghién edu pha 11 va hai pha 11 & (ré em

Thwimg gip | itgip Hiém gip Rit hiém gip Chua hift
Réi loan trén mau v hé bach huvét
Thifu mdu (bao | Tang tidu ciu
gbm ca théng 50 | nguvén phat
«ét nghiém (bao gbm tang

tireng (mg) s lingmyg tidu
chu)?, gidm tiéu
ciu
| Rdi logn b mién djeh

Phin tmg dj img. Phin {mg phan
viem da dj (mg, vé& bao gom stc
phit mach vi phia phan v
dij img
Réi logn hé thin kinh
Chéng mit, dau | Xuit huvét nio
diu vii nii 50, ngs‘rl'l.

Rii logn mit
Xuft huvét mit
(bao gdm xudt
huyét mang ki
mac)

Réi loan tim

| Nhip tim nhanh

i lnan mach mébu

Ha ]'lu]-'rfl ip. Iy
iy

Riii loan hi hap, long ngire vi trung thit

Chay méau cam, Viém phii

| o ra midu eosinophil

15
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Rai logan titu hoa

ngi todan thin
hiém gip). phat
ban, bidm mdu,
xuiit huyét tai da
vl dun da

Xudt huyét nindu | Khd migng

ring, xuft huyét

titw hos (buo

pom xudt huyet

e trdng), dau

dp day bt va

| byng, khé tiéu,

bubn nén, tEo

bon®, tidu chay,

nin™

Rii loan gan mit

Tang nong 46 | Suy zan, ting Vang da, ting

céic transaminase | ndng di ndng i
bilirubin, ting bilirubin ~ lién
néng di hyp (elng hojic
phosphatase khéing clng voi
kiém trong | ting ALT), «
midu®, ting | mit, viém gan
GaGT (bao gOm  ton
| thiemg 18 héo
! gan)

Rbi loan da vi cic mb dudi da

Ngita (bao gbm | Miy day Hi chimg

cic trutmg hop Stevens-Johnson

/Hoai 1 biéu bi
nhiém djc, hii
chimg DRESS

Rii Ingn cor xwromg v mi lign kit

Pau & chi® Ty mdu khep Xudt huyét co Hai chimg chén
ép khoang thir
phat do chay
miu

Riii loan thin vi tiét nigu _

Xudt hury it Suy  thin/suy

dubmy lif1 nidu thin l:E‘ij:r thir

ginh dyc  (bao phit do chay
L gbm tidu ra miu méu_di dé giy
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vi rong kinh"), gidm i midu
suy  thin  (bao
gﬁm tang
crealinin muidu
L ure mmdu)

| Ciic rii loan chung vii phin ing xéy ra tgi vj tri ding thude
Sot* , phit ngogi | Cam thiy khong | Phi tai chd®
vi, gidm sie lpe [ khée (bao gﬁm
vii ning hnmg | kha chiju)

L

chung (hao gﬁrn
mét mol va suy

nhwrge) .

Cic xét nghifm
Tang LDH*,
Tiing lipaza®,
Tang amylaza®

Tin thwong, die tinh vi bitn chimg hiu phiiu
Xudt huyét hin Gia phink mach® .
phiu {bao gﬁm

cdl thidu méau hiu i

phiu v xusit |

huyét véL md),

veét thim tim, tiét

dich vét thuong®

| A quan st thiyy trong dy phing thuyén the huyét khii tinh mach & bénh nhin tuémg thank

| tromg chong wink phiu thudt thay khép hdng hoje khip géf,

| B: quan sit thiy trong diéu trj va dy phong DVT, PE, hay gip & phy nir < 55 wéi

C: quan sit khiing thidmeg xuyén trong viée ngdn ngira cde bién cd huyét khdi do xo vita déng

mach & bénh nhin zau ACS (sau can thiép mach vinh qua da)

* Phuong phitp tiép cin chon loe xéc dinh trude dé thu thip bién b bt loi 43 duge dp dyng

trong céc nghién cim pha L duge chon. Ty 1§ cic phin @mg phy khéng ting va khong cd phan

umg phu mdi nido duoec ghi nhin sau khi phin tich cac nghién ol nay.

Mé th mdt 58 the dung phu chon loc

Do cor ché tde dumg dugre 1v, viée sit dung rivaroxaban cé thé l4m thng nguy co chiy mau tiem dn

hode chiy miu trire tép tir it ki md hode eor quan nao ob thé din dén thidu mébu sau xudt huvét,

Céc diu hiéu, tridu ching v mire 4% nghiém trong (bao gdm cd két qui tir vong) sé thay ddi tiy

theo vi trf va mire d§ hofic mire 4 chay méu vivhodc thitu méu (xem phén Qua liéu vi cich xir

tri). Trong chc nghién eirn ldm sang, chiy miu nidm mac (chiy min cam, mrdn, tidu héa, tidt

ni¢n sinh dyc bao gﬁm chay mau 4m dao bat thindmg hojic ting kinh nguyét) va thicu mau thiromg

gap hon khi didu tri rivaroxaban ldu dii so vai didu tri bing VKA. Do d6, ngodi vie gidm sdt
17
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lim sing dﬁy dit, %61 nghigm huyét she td/haematoerit trong phong thi nghiém co thé o gid ti dé
phit hién chiy mdu in vi dinh lugng muc d§ lién quan lAm sing coa chiy méu rd ring, né durere
ddnh pig 14 phd hop, Ngey co chiv méau cb thé ting 1én & mit st nhém bénh nhin, vi du: nhimg
hénh nhin bi ting huvét dp ddng mach ning khong kiém sodt dirge vivhiode didu trj dong thii
anth hudmeg dén qud trinh cim mdu (xem phin Canh bdo vi thin trong khi ding thudc). Chay mau
kinh nguyét cd thé nhidu hen vivhode kéo dii. Cac bidn chimg xuft huvét ¢6 thé bidu hign nhw
suy nhuge, xanh xao, chéng mat, nhie diiu hodge SUFnE tiy khéng rd npuvén nhin, kho thir va sie
khéng 0 nguyén nhin. Trong mt s truémg hop do thi¢u mdu, cic tritu chimg thidu miu co tim
nhur dau ngyre hode dou thit ngye da duge ghi nhin.

(e hidn chimg thit phét 33 bidt do chiy miu nding nhr héi chimg chén ép khoang vi suy thin do
gidm tundi mdu 48 dige bio edo ddi v rivaroxaban. Do d6, kha nang xudl huyét phai duoe xem
xét khi ddnh gid tinh trang & bdt ki bénh nhén ding thude chéng déng ndo.

Bénh nhiin {ré em

Biu trj v dy phimg i phit VTE

Vide ddnh gid tinh an todn & teé em vi thanh thiéu nién dua trén dit liéu an todn tir hai nghién ¢l
e kigm sodt hoat chit giai dogn 11 v mdt giai doan 111 & bnh nhi tir so sinh dén dudi 18 tudi,
Cée phit hign vé tinh an todn nhin chung tromg twr gifa rivaroxaban v thube so sinh & cde nhom
i nhi khoa khde nhaw, Nhin chung, hi so an todn & 412 tré em va thanh thidu nién duge didu
iri b&ng rivaroxaban twomg tw nhur duge quan sat thiy & nguidd Ién va ohit quin gitta cie nhom
(i, mic di vide danh gia bi han ché béi so hugng bénh nhén nho.

(3 bénh nhi, dau diu (rit phﬁ bién, 16,7%), sot (rat phﬁ bién, 11,7%), chay mdu cam (rit ph»ﬁ
kidn, 11,2%), ndn mim (rit phi bidn, 10,7%), nhip tim nhanh (thidme gip. 1,5%), ting hilirubin
(phi bién, 1.5%) v tang bilirubin lién hop (khing phid bién, 0,7%) duge bio cdo thutmg xuvén
hon so vod nguid lon. Pha hgp voi din s0 trudmg thanh, rong kinh dwoc quan sit lhli;n.' o B.o%
(phiy bidn) ni thanh thida nign sau khi hanh kinh. Giam tiéu cu nhir 43 quan sat duce trong trai
nghi¢m hiu mai & ngwdi lom 14 phd bidn (4,6%) trong cic nghién cim lim sang & wé em. Cic
phén (mg e6 hai et thude ¢ bénh nhi chi véu & mire d6 nghiém trong tir nhe dén trung bink.

Bio cio nphi ngdr cde phin img cb hai

Vige bao cao nghi nger cic phan tmg cd hai sau khi thude duge luu hinh 1 quan trong. Viéc nay

cho phép gidm st lién tye sie edn biing loi ich/nguy co eda thube. Cie chuyén gia v 18 duge véu
cdu bdo cdo bat ky phdn img nao nghi ngdco hai.
Webszite: www.mhra.gav.uk/velloweard or search for MHRA Yellow Card in the Google Play ar

Apple App Store.
Thiing bido ngay cho Bdc 5f hode Dirge 5§ mhitng phan fmg cd hai gip phai khi sic dung
thuive.

Qi licw vi edeh xir tri:

O nawdi Ian, cde trietmg hop quéd iée hiém 1én dén 1.960 mg duge bio céo. Trong tnrong hop
gud lifu, bénh nhin nén duge theo doi cin thin cic bién chimg xuit hll}"éi hodic cic phin img
phu khic. Do sy hip thu bi gidi han, nén téc dyng trin khéng ting thém sy phoi nhidém byt
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tuomy trung binh duge mong den & milre lidu difu tri tir S0mg rivaroxaban tra 1én o nguoi lom, tuy
nhién khang e dit ligu vé lidu cao hon mire diéu trj & tré em,

Hign co mot chit gidi de dje hidu (andexanet alfa) d5i khing voi tic dyng duge lye hoe cia
rivaroxaban co sin ding cho nguén 16m nhumg chua duge thiét 1ip & tré em (tham khio Tém 1t
Biic tinh San pham cia andexanet alfa).

i thé sir dyng than hoat tinh d& gidm hip thu trong trutmg hop qua lidu rivaroxaban duge xem
X,

Xir 1 xudt hiavét

Trén bénh nhan uéng rivaroxaban néu xdy r bidn chimg xudt huyét, thi nén tam ngimg lidu didu
trj rivaroxaban tigp theo bofc ngimg hin difu trf néu thich hep. Rivaroxaban c6 thii gian bin
thai khodng 5 dén 13 gier (xem muyc Dic tinh duge dong hoc). Vide xir tri cho riéng timg cd nhiin
tiry theo mie 8 ning va vi tr xudt huyét. C6 th sir dyng cdc bién phap diéu tri triéu chimg phii
hop néu can thidt, nhu sir dung thidt bj ép co hge (vi dy: ddi vén chay midu cam ndng), sy cim
midn trong phiu thuiit voi cde quy trinh kifm soat xudt huyét, truyén dich v cic bign phip hé tro
huvét dong, cic san phim méu (hing ciu ling hodic huydt twong déng lanh twoi, by thude vio
tinh trang thidu mau hofe bénh dong mau kém thea) va tidu cu.

Niéu khing thé kiém sodt tinh trang xuét huyét bing cic bién phip trén, nén xem xél sir dung
thuiic dic hidu ddo chidu chit i ché yéu 16 Xa cu thi (andexanet alfa), chat nay d5i khang véi
t4e dung duge lye hoe cua rivaroxaban, hodic mdt chit tidn dang mau, nhu phire hop prothrombin
e diic (PCC), phire hep prothrombin hoat héa cé die (APCC) hode yéu b VIla wi t5 hop (r-
FVTla), Tuy nhién, hién giérco rit it kinh nghiém lm sing vé viée sit dung nhitng ché pham ndy
trén nhitng bénh nhin ding rivaroxaban. H.I':u_',-rén cio ciing dyra trén dir ligu phi lim sang han
ché. Vige dimg lai véu 1 VITa tdi 1d hop s& duge xem xét va didu chinh tiy thude vilo tinh trang
chiy mau duge cii thidn, Tiy thude vdo tinh trang sfin ¢b tai dia phuong, nén xem xét tir vin v
chuvén gia Vit ddng mau trong trinbng hep chay mau ndng (xem mye Dje tinh duge Iy hge).
Protamine sulphate va vitamin K khong duge cho 14 cd anh hudmg 1én hopt tinh chiing dong ela
rivaroxaban, Co it kinh nghiém vé viée sir dung acid tranexamic va khing cd kinh nghi¢m vie
vige sir dung acid aminocaproic v aprotinin trén cac bénh nhin ding rivaroxaban. Khiag co Iy
do lgi ich vé mat khoa hoo cling nhu khing cd kinh nghi¢m sir dyng cic chit cfim mau todn
desmopressin & cée bénh nhén ding rivaroxaban. Do rivaroxaban gin k&t véi protein trong huyet
tiremg cao nén neird ta cho ring khéng thé thim téch duge.

Briie tinh duwye lye hoe:

Nhém duge 15: Thube ching huyét khdi, chit i ché trre tiép yéu th Xa

MIATC: BO1AFOL.

Cur ché tic dyung

Rivaroxaban 14 mit chdt ie ehé true tiép chon loe can ¢éi véi yéu 16 Xa ¢6 1dc dyng qua duimg
udng.

Sur hoat héa véu th X thanh véu td Xa (FXa) qua con duimg ndi sinh va ngoai sinh déng vai trd
trung tim trong dong thée déng mdu, FXa trye tiép bién dbi prothrombin thanh thrombin thang
qua phite hop prothrombinase va cudi cing, din dén sy hinh thanh eye miy dong fbrin va hoat
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héa tifu chu béi thrombin, Mét phin tir FXa ed khi ndng tao ra trén 1000 phin tir thrambin do
hén chit khuéch dpi cia dong thic dong mau. Ngodi ra, t 1¢ phin img cia prothrombinase-géin
Fxg 1ing 10n g:’ip 300,000 J8n so v FXa & dang tur do va diin dén sur biing nd tao thrombin. Cac
ehit tre ché chon lpe FXa o6 the kim him gui trinh bing nd khuéch dai tgo thrombin. Két qui 1a
mit st test chung va dic higu vit tao cue mdu ddng b dnh hdmg béi rivaroxaban. Sir dc ché hoat
tinh yéu 16 Xa phuy thude lidu ding duge ghi nhiin trén ngwoi.

Tie dung durcre e hoc

Sie fre ché yéu 1o Xa phy thude vao ligu dung da duoe ghi nhin & ngudd. Thid gian prothrombin
(PT) bi &nh hudmg bén rivaroxaban theo edch phy thude liéu véi mdi twomg quan gin voi ndng dé
thufic trong huyét twomg (gid tri r bing 0,98) néu sir dyng Neoplastin, Cée thude thir khic 52 che
kit qua khac ohau, Két qud cba PT duge bidu thi theo gifly, bii chi s INR (International
Normalized Ratio) chi duge dinh o& va b gid trj cho eoumarin vi khing duge sir dyng cho bit
ki chit ching ddng mdu nie khic.

Trong mdt nghién ctma duge ¥ 1dm sing vé sy dao nguge duge lie hoe cha rivaroxaban rén dai
twgme newd 1ém khie manh (n=22), hifu qui don lidu (50 IUkg) cta 2 loai PCC khic nhau,
POC gbm 3 yéu 18 dong méu (véu 16 11, IX va X) va PCC gdm 4 yéu td (yéu 18 11, VIL, TX va X)
duroe dinh gid. PCC 3 pidm gid trj Neoplastin® PT trung binh khoang 1 gidy trong vong 30 phi,
s0 vl sir gidm khoding 3.5 gifly quan sit duege o PCC 4, Ngwoe g, PCC 3 co higu qua chung
manh vi nhanh hom teén thay d6i dio ngirpe & nhdm thrombin ndi sinh so véi PCC 4 (xem myc
Qué lidu vi cdch xit i), O bénh nhin sit dung rivaroxaban dé didu tri DVT va PE va dy phong
téi phidt DVT vil PE, bach phiin vi 5/95 cia PT (Neoplastin) 2-4 gitr sau khi ubng thudc (nghfa 1a
& thiri didm thube o6 tic dung 167 da) 1n luet trong pici ban tir 17 gify dén 32 gidy cho lidu
| 5mig ngdy 2 ln hodic ur 15 gidy dén 30 pidy cho liu 20mg ngdy | lin.

(§ nhiing bénh nhin bi rung nhi khing do biénh 1§ van tim st dung rivaroxaban d& du phong di
quy va thuyén tie mach todn thin, bich phin vj 595 cho PT (Neoplastin) 1 - 4 gily sau khi ufmg
vién thude {nghia la & thir diém thube co tac dung tii da) lin Lot irong gicl han tir 14 dén 40
idy cho liéu 20mg ngay | litn hode tir 10 dén 50 gidy ¢ bénh nhin giam chic niing thin & mic
dd trung binh duge didu trj v lidu 1 5mg ngly 1 lin,

Thinl gian thomboplastin duge hogt hida timg phian (aPTT) va HepTest ciing bj kéo dai phy thude
vho lidu ditng: wy nhidn, cde xét nghiém niy khang duge khuyeén cdo dé ddnh gid tie dung duge
hre hoe cua rivaroxaban,

Khéng cin theo ddi cic thing s déng mdu trong qud trinh diu trj bing rivaroxaban.

Tuy nhién, khi ¢ chi dinh trén lim sang. do hidu qud coa rivaroxaban ¢d thé duge tién hinh
béing thir nghiém do ndng d& khing Xa (xem mye Dic tinh duge ddng hoc).

SPAF: Hidu qué lim sang va db an to

Céc chuemg trink thir nehiém Kim sing dwge thiét ké dé chimg minh hidu qua cta rivaroxaban
trong die phing dot quy va thuyén the mach toén thin & bénh nhin rung nhi (AF) khing do bénh
I¥ van tim,

Trong nghidn citu mi dai then chit ROCKET-AF, 14.264 bénh nhin duge sir dung hodc
rivaroxaban 20mg ding dwimg uing ngay | lin (15mg ding dudmg wing ngdy 1 lin & bénh nhin
suy pidm chite ning thin & mire 8 trung binh (CrC: <30-30 ml/phit) hode warfarin chudin d@
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1 mye tidu INR 2.5 (khodng digu tri 2,0-3,0). Thii gian diéu trj trung binh 14 19 thing va Long
tadn bé thiv gian didu tr 14 41 théng.

34,99 bénh nhin dang di¢u tr béding ASA v 11,4% ding thude chong logn nhip tim nhém 111
bao gbm amicdaron.

Titomg tir nhir warfarin, rivaroxaban lim gidm déng ke két cyc chinh hén hop 81 quy va thuvén
tiic mach fodn than ngodi he thin kinh trung womg. Ngodi ra, cde két cuc phy thir véu (hin hop
dét quy, thuyén tie mach todn thin ngodi hé thin kinh trung vong va i vong do bénh mach miu
vt hin hop dot quy, thuyén thc todn thin ngodi hi than kinh trung wong, nhdi mdu co tim va 1o
vong do bénh mach mdu) clng giam rd rét. (xem Bang 4).

Rivaroxaban khing thua kém warfarin v két cuc chinh téng hop trén a3t quy vi thuyén tic
migch todn thin khing thudc hé thin kink trung womg {non NCS). (} mdi nhom nghién ciu didu
trj theo 08 cwomg nghién ey, ddt quy holie thuyén the mach toan thin xéy ra & 188 bénh nhin
ding rivaroxaban (1,71% mdi nim) vi 241 binh nhin d6i v&i warfarin (2,16% méi niim) (HR
0.79: 95% CI. 0,66-0,96; P<0,001 khéng thua kém). Trong tit ci cdc binh nhin 3 dirge chia
ngiu nhién phin tich theo ITT, cdc bién ¢d chinh xdy ra & 269 bénh nhin ding rivaroxaban
(2.12% mdi ndm) va 306 bénh nhin dimg wafarin (2,42% mdi nam) (HR 0,88; 95% Cl, 0,74-
1,03: P < 0,001 khéng thua kém; P=0,117 vugt trdi). Két qui cde két cue thir elp duge kidm tra
theo thir tr phin cdp trong phin tich ITT dwoc trinh biy trong bing 4.

Trong sb cée bénh nhin & nhom wafarin, gid trj INR nim trong pham vi didu trf (2,0 dén 3.0)
trung binh la 55% thév gian didu trj {trung vi: 58%; khodng tir phin vi: 43 dén 71), Hidu qua cia
rixaroxaban khbng khdc higt gilta cde mie &6 TTR trung tim (Théi gian trong khedang INR mye
tidu 2,0-3.0) trong csic nhdm i phén vi o6 kich o bing nhau (P=0,74 twong the). Trong nhém tir
phin vj cao nhit theo trung tam, t &0 nguy oo {HR) cia rivaroxaban so véi wafann la 0,74
{95%C1, 0,49-1,12),

Ty 1 xuiit hign cia tigu chi chinh vé an ton (céc bién cb xuft huyét ning hode xudt huyél khing
niing ¢t ¥ nghla trén 13m sing) twong ty d5i vdi ca hai nhom didu trj (xem bang 5).

Bang 4: Kiét qui v hidn qui tir thiv nghi¢m pha 111 ROCKET AF

[¥in so nghién ciu Phén tich I'TT vé hi¢u qué trén bénh nhin rung nhi khing do
binh I¥ van tim
Liéu diéu tr Rivaroxaban 20mg uing Warfarin T¥ s rili ro |
ngiy | lfin chudn ¢ dén muc (khodng tin cdy
(15mg uong ngav 1 lin & | tidu INR 2,5 (gidi han 95%4)
bénh nhin cd tr lidu 2,0 dén 3,00 | gid trj p, test cho
Crl: <50-30 mL/phiit) Ty 1& bién cb tinh trdi hon
Ty I bién cb (100 bénh nhin-nam)
{ 100 bénh nhiin-nfm) |
D6t quy, thuyén tie 269 306 | 0,88 (0,74- 1,03)
todn thin ngodi hé (2.12) (2.42) 0,117
thén kinh
lrung waomng —
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Bt quy, thuyén liic 372 609 0,94 (0,84~ 1,05)
todn thin ngodi hé (4.51) (4,81} 0.265
thin kinh trung wvemg,
it vong do bénh

mach méu

Bt quy, thuyén e 659 (5,24) 709 (5,65) 0,93 (0,83-1,03)

todn thin ngodi b 0,158

thin kinh trung vong,

ur vong do bénh

mach méau, nhii miu

e tim

Bt quy 253 281 0,90 (0,76- 1,07)
{1,99) [2.22) 0,221

Thuyén the ngodi h@ 20 27 0,74 (0,42-1.32)

than kinh trung wvong (0,16) (0,21) 0,308

Nhdi méu cor tim 130 142 0,91 (0,72-1,16)
{1.02) (1.11) 0464

Biing 5: Két qui vé d an todn tir thir nghiém pha 11T ROCKET AF
D sd nghicn Elhﬁ Binh nhin rung nhi khing do béah Iy van tim*
Liéu didu tri | Rivaroxaban 20mg uong | Warfarin | Ty s0 rii ro
ngay 1 lin chudn dd din muc (khodng tin cdy
(13mg ubng ngay | ln & | tigu INR 2.5 (gi6i han | 95%)
bénh nhin co wj ligu 2,0 dén 3.0 @id trj p
CrC: <50-30 mL/phit) N=T082
N=T061 Tv 1¢ bidn cd
T+ 1§ bién co (100 bénh nhin-nim)
{100 bénh nhin-nim)
Huit huyét ning hofic 1475 1449 1.03 (0,96- 1,11}
xudt huyét khong (14.91) (14.52) 0,442
niing e ¥ nghia trén
lim sing
Cdc bién cb xudl 395 386 1,04 {0,90- 1,20)
huyét ning (3.60) (3.45) 0,576 .
| Tl vong ** 27 55 0.50 (0,31 -0,79)
1N— (0.24) (0.48) 0,003
Chay mdu & co quan a1 133 0,69 (0,53 -0,91)
quan trong** | (0,52} {1,18) 0007
Xudt huyét ndi sp** | 55 B4 0,67 (0,47-0,93)
(0,49 | (0,74 0,01
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Gidm nong &0 305 254 1.22 (1.03- 1,44)
| hemoglobin®* _ (2.77) (2.26) 0,019

Truyén 2 hojie nhiéu 183 149 1,25 (1,01 -1,35)

hom 2 dem vi hang (1,65) (1,52) 0,044

ciu ling hode méu

lodn phén ** !

Xuat huyét khang 1185 1151 1,04 (0.96- 1,13)

nding c0 ¥ nghia teén i(11.80) (11,37 0.345

lim sang

Tir vong do moi 208 250 0,85 (0,70-1.02)
|_nguyén nhin (L87) (2.21) 0073

a) Ddin s an todn, tromng didu iri
** 1 co ¥ nphia

Mgodi nghién clru pha 1T ROCKET AF, m{t nghién ciu doan hé nhin md, khdng can thiép, sau
lru hanh, dom nhém, tién elre (XANTUS), eb dinh gid tip trung cde tidu chi két qud, bao gom
ciic bicn co thuyén tic huyét khdi va xudt huyél ning, di dwic tién hinh. 6785 bénh nhin cd
rung nhi khéng do bénh van tim d& duge thu nhin dé dir phong dot quy va thuyén tac mach toén
thin ngodi he than kinh trung womg (CNS), trong thire hanh 1dm sing. Diém trung binh CHADS2
vii TTAS DLED déu 12 2,0 trong nghién ciru XANTUS so véi didém trung binh CHADSZ va HAS
BLED trong nghién ciu ROCKET AF 1in lugt 14 3,5 va 2,8, Xufit huy njng xdy ma ¢ 2,] trén
104 hénh nhin - nim. Xuat huyét giy tr vong dwpe béo cdo & 0,2 trén 100 bénh nhin - ndm va
xudt huyét ndi so & 0.4 trén 100 bénh nhin nim. Bt quy hodic thuyén tic mach toan thin ngodi
hé thin kinh trung vong duge ghi nhin & 0.8 trén 100 bénh nhiin - ndm. Nhimg quan sat tir thye
himh lim sing thuedmp quy phi hop vii két qua dugre quan sat Thﬁ:r' trong nghién eiu ROCKET
AF.

SPAF: chugén nhip

Nghién ciru tham db licn elru, ngﬂu nhién, nhin md, da trung tim, dinh gia tiéu chi ma (X-
VERT) duge thare hién trén 1504 bénh nhin (khéng hofic 48 duge didu trj tnrde do vl thude
chéng domg duimg uﬁng} ¢o rung nhi khong do van tim dooe chi dinh chuyén nhip, so sdnh
rivaroxaban va khdng vitamin K chinh ligu (ti 18 2:1) trong dir phiing cde bién of tim mach. Bidn
phap =:I1u}'f:"n nhjp g::im l:hu:r'én nhip gua s1éu dm qua thye guan TEE (1-5 ngay trudc diéu iri)
hodie chuyén nhip quy wie (it nhat 3 tudn trede didu ti). Tidu chi hidu qua chinh (g6m it ci cic
dang ddt quy, eon thodng thidu mau ndo, thuyén tie mach todn thin khéng phéi thin kinh trung
womg, nhdi mbn co tim vA ur vong tim mach) xdy ra & 5 bénh nhén (0,5%) & nhdm rivaroxaban
(n=978) va 5 (1,0%) & nhom khing vitamin K (n=492; RR 0,30; C1 95% 0,15-1,73; din sb dy
kién didu tri di diéu chinh). Tiéu chi an todn chinh (xudt huyét ning) xdy ra & 6 bénh nhin
{0.6%) & nhom rivaroxaban (n=288) va 4 (0,8%) ¢ nhom khang vitamin K (n=499%; (RR 0,76;
CI 95% 0,21-2,67, din sb an toan). Nghién efru thim db ndy cho thily hidu qua vi an todn trong
duemg gifta rivaroxaban va khing vitamin K & bénh nhin chuyén nhip.

SPAF: Nhimg bénh nhin dwoc thie hién PCI ob dit stent

bE
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Mt nghign ciru da trung tim, ngdu nhign, nhin mé (PIONEER AF-PCI) duge thye hién trén
2124 bénh nhin bj rung nhi khéng do bénh van tim 44 duge thue hién PCI o diit stent d2 didu tr
bénh xo vira déng mach nguyén phét nhiim so sdnh s\ an todn cia hai ché di lidu rivaroxaban vi
mist ché dif lidu VKA. Cac bénh nhin duge phén nglu nhidn theo 7 18 1: 1: 1 8& duoe didu
tong theé 12 thing,

Nhom 1 dd dwge ding nivaroxaban 15mg mit 1in mdi ngay (10mg x 1 lin/ngdy & nhimg bénh
nhin c& CrCl: 20 dén <30mL/phit) cing voi thude e ché P2Y12, Nhom 2 d3 duwoc ding
rivaroxaban 2,5mg hai lin m&i nghy cing voi DAPT (liéu phip khing tidu clu kép, vi dy
clopidogrel 75mg (hoje thubc i ché P2Y12 thay thé) cong vl acid acetylsalicylic lidu thép
(ASA)) trang vong 1, 6 hodie 12 thing, tiép theo ding rivarexaban 1 5mg (hodc 10mg dbi véi cde
déi tromg o6 Cril: 30 dén < S0mL/phit) mot 1in m8i ngdy chng vii ASA liéu thip. Nhom 3 43
ducre dicu tri biing VKA didu chinh lidu, cdng véi DAPT trong 1, 6 hofie 12 thing, sau dd ding
VKA didu chinh lidu vai ASA lidu thip.

Tidu chi an todn chinh, céc bidn ¢ xuft huyét c6 ¥ nghia lém siing xdy ra lin lugt & 109
(15.7%), 117 (16,6%) va 167 (24.0%) & nhdm 1, nhdém 2 va nhdm 3, fweng img (HR 0,5%; CI
9584 0,47- 0,76, p < 0,001, w4 HR 0,63, 95% CI 0,50-0,80, p < 0,001, weeng dmg). Tiéu chi phy
(tidu chi két hop cia cde bién cd tim mach, tir vang do tim mach, nhi mau co tim hofic dét quy)
xiy ra ér 41 (5,9%), 36 (5,1%) va 36 (5,2%) bénh nhin trong nhom 1, nhdm 2 va nhom 3. Mai
phic db ding rivaroxaban eho thiy oo sy gidm ding ké cdc bién cd xuit huyét co y nghia lam
sing 50 véi ché 46 VKA & nhimg bénh nhiin ¢6 rung nhi khing do bénh van tim ma da dwoc
thire hign PCI co dit stent.

Didu tri va du phime hi phit DVT va PE: Higu qua 1im sing vi 46 an todn

Chiromg trinh nghién eira ldm sing rivaroxaban duge thiét ké d@ chimg minh higu qua cia
rivaroxaban trong didy iri khin diu vt dicu trj lién tue DVT va PE l:-:‘lp tinh va dir phong DVT va
PE.

Hom 12,800 bénh nkin dive nghién ciru trén bén nghién ciru 1Am sing pha 111, nglu nhién b
kigm chimg (Einstein DVT, Einstein PE, Einstein Md R{ng va Einstein Cholee) va ngodl ra con
thye hi¢n thém phin teh gdp duge xdc dinh trude cha cie nghién ot Einstein DVT va Einstein
PE (xem Bang 8).

Thin gian dicu trj durge két hop noi chung trén Uil ¢4 cdc nghién ctru & 21 thang.

Trong nghidn clu Einstein DVT, 3,449 bgnh nhin co DVT m'ip tinh durgre nghién eiru dé didu tri
DVT vi dy phong t4i phét DVT vA PE. Thivi gian didu tri lén dén 12 thing tiy theo dinh gid lim
sing cia nguwdd nghién cin,

Trong 3 tufn diu tién diéu tr DVT edp tinh, rivaroxaban 15mg duge chi dinh ngdy 2 ldn. Sau da,
sir dung liu rivaroxaban 20mg ngay | lin.

Trong EINSTEIN PE, 4.832 bénh nhin cd PE cip tinh duoc nghién ciu dé diéu trj PE vé dy
phéng DVT vi PE tai phat. Thid gian didu tr lén dén 12 thang tiy theo ddnh gid 1dm sing cla
beéiic =T nghién el

D& voi didu trj khéi diu PE cdp rivaroxaban 1 Smg duge diing hai lin m@i ngay trong ba tudn,
']‘:if:p sau da 14 rivaroxaban 20mg, mot lin mai nEay.
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Trong cé hai nghién ciru EINSTEIN DVT va Einstein PE, phic 6 dicu trj vé&i thude so sinh
gom cd enoxaparin diing trong it nhit 5 ngay phdi hop v didu tri dbi khing vitamin K cho dén
khi PT/INR ném trong gitd han didu tr (22,0), Difu trj tiép tuc bing thude khing vitamin K vir
li¢u dirge chinh dé duy trl cée gid tri PT/INR nim trong khoang digu tr 2,0-3,0,

Trong nghign ciru Einstein md edng 1.197 bénh nhin méc DVT va PE duge nghién edu d2 dy
phéng 8 phat DVT va PE. Théd gian difu tri 1én dén 12 théng tiy theo dénh gid lim sing cla
ngwdri nghién cin, Rivaroxaban 20mg ngay 1 lin durge so sénh vii placebo,

Einstein DVT, PE va Mé Ronp déu ding céc tiéu chi vé hidu qua chinh va phy twong ty nhau
duge xdc dinh trude. Tiéu chi chinh dinh gid hidu qua didu trj 1a VTE tai phit o6 trigu chimg
dupe dinh nghfa 13 hdn hgp DVT téi phat hay PE giy tir vong hode khing gdy or vong, Tiéu chi
phy danh gia higu qua didu tri duge dinh nghfa 1d DVT tdi phat, PE khdng gy tir vong v i
vong do moi nguyén nhin

Trong nghién ctru EINSTEIN CHOICE, e6 3.396 bénh nhiin dige xde nhin ed DVT vihode PE
c6 (ridu chimg va di hoin thanh diéu tri khing dong trong 6-12 thang 43 dwgc dim vao nghién
ciru 4 phong ngira i vong do PE hode triéu chimg khang lién quan dén tir vong do DVT hodc
PE t4i phat. Bénh nhin ¢t chi dinh tigp we didu tr hﬁng thube khing ddng d8 duge logi i khoi
pghién clu. Thol gian diéu trj lén 161 12 thing tiy thude vio ngay phin nhém ngdu nhién cia
moi bénh nhin (trung vi: 351 ngdy), Rivaroxaban 20mg ngiy mit liin va rivaroxaban 10mg ngay
mit lan dirre so sanh v 1 00mg acid acetylsalicylic ngay mét lan,

Tiéu chi chinh vé hidu qua didu tri 1a VTE tdi phdt ¢é tridu chime, 1a tiéu chi gdp cia DVT tdi
phat hofic PE giv tir vong hodic khéng piy tir vong. Tiéu chi phy vé hidu qua didu trj 13 t28u chi
gdp, bao gom tiéu chi hidu qué chinh, nhoi mau co tim (MI), dit guy thidu man hode thuyén tic
maeh todn thin khéng thude hé thin kinh trung wong (non-CNS).

Trong nghién cim EINSTEIN DVT (xem bdng 6), d6i véi tiéu chi chinh danh gid hidu qua,
rivaroxaban cho thiy khdng kém hom enoxaparin VKA (p < 0,0001 so sinh khéng thua kém);
HE & 0,680 (0,443 — 1.042), p=0,076 {s0 sinh uit hom)). L fch roug todn lim sing (Net Clinical
Benefit NCB) (tdng cia cdc bién cb vé tiéu chi hidu qua chinh vi cac bién cb xuilt huyét ning),
diroe xdc dinh trude khi tidn hanh nghién cine, 43 dwge bdo cdo vai t 50 nguy cor (HIR) 1a 0,67
(khodng 1 tin cdy 95% = 0,47-0,95), (nimonal p value) gié tr p danh nghia (p=0,027) thién Ve
hirdmg ¢6 lgi cho rivaroxaban, O nhém bénh nhin ¢o théd gian digu trf trung binh 14 189 ngay,
gid tri TNR ndm & khodng mye tidu dilu tri trung binh trong 60,3% thir gian didu tri. O nhom cé
thiri gizn du kién didu tri trung binh ki 3. & v 12 thing thi con 58 nay lin legt 1 55.4%. 60.1%
v 62,8% thiri gian diéu vi. Trong nhim enoxaparin/NKA, khiing c6 mdi lién quan rb ring gitra
mire TTR trung tAm trung binh (TTR & Time in Therapeutic Range. 14 thoi gian trong Khodng
INE mue tiéu 2,0 = 3,0) trong cic tam phiin vj ¢d kich h‘;'lng nhau véi 1 1& VTE i phat (P =
0,932 tiromg tic). Trong nhém tam phin vi cao nhat theo trung tim, ty s nguy co (HR) cia
rivaroxzhan so vol wartarin la 0,69 (95% CI; 0,35-1,35).

Ty 1& xudt hign cho tiéu chi danh gid an todn chinh (cac bién ¢b xudt huyét ning hoje xudt huyél
khéng ning ¢o ¥ nghia trén 1am séng) ciing ahi tidu chi phy danh gid db an todn (bién cb xust
huvét niing) trong W nhau & ¢d hai nhom didu b,
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Biing 6: Két qui vé hifu qua vi dj an todn tir nghién ciru pha 111 Einstein DVT

Diin sb nehién edu 3.449 bénh nhiin bj huvét khii tinh mach sfiu cip cb trifu
chirmg
Litu diing vi thivi gian didu Rivaroxaban™ Enoxaparin/VEKAM
tri 3, 6 hodc 12 thing 3, 6 hodic 12 thing
N=1.731 N=1.T18

VTE i phit ¢ tri¢u chimg* 36 51

- (2.1%) (3.0%)
PE uai phit ¢d trigu chimg 20 18

(1,2%) {1,0%)
Trigu chimg tai phat DVT i 14 28
phdét ed tridu chimg {0.8%) {1.6%)
PE vi DVTco triéu chimg 1 0
j . RONL I
Tir vong do PES/Tar vong 4 fi
trong do khing logi trir PE {0.2%) {0.3%)
Xudt huvét ning hay xuit 139 138
huvét khong ning ¢ lién (8,1%) (3,1%)
quan vé lim sang
Ciic bidn e xudt huyét nang 14 20
8% 1 (2%

a) Rivaroxaban 15mg x 2 lin/ngdy trong 3 tudn sau 46 1a 20me x | lin/ngay

b Enoxaparin trong it nhit § neay, VKA dimg cing lic va liép sau do

* p<0,0001 {khong kém hon ddi voi Hazard ratio duge chi dinh 16 trude 13 2,0); hazard ratios
0,680 (0,443 - 1,042), p=0.076 (tinh trdi hon)

Trong nghién ¢ine Einstein PE (xem Bing 7) rivaroxaban duge chimg minh 14 khing kém hon
choxaparin™V KA doi vai tiéu chi danh gia chinh (p=0,0026 (test cho tinh khong kém hon); 1 18
nguy cor (HR): 1,12 (0,75 - 1,68)).

NCS dupe dinh 1 trede (két epe higu qua chinh ofng vii bin cé xudt huydt ning) duoe bio cdo
vii HR 12 0,85 ((95% C1 =063 - 1.14), gid tri p danh nghia p= 0,275). ( nhém bénh nhdn o
thiri gian diéu tri trung bink 13 215 ngéy, gid tri INR nim trong khoang muc tidu diéu tri, trung
binh trang 63% thiri gian diéu tri. O nhém co thin pian dir kién didu tri trung binh 13 3, 6 va 12
théng thi con s& ndy Jdn gt 13 57%, 62% vi 65% thii gian didu tr. Trong nhém duoe diéu tri
voi enoxapanin' VA, khong cd mdbi lién quan rl rang gifta mie 48 TTR trung tim trung bink
(Thiri gian trong khoang INR myc tiéu 2,0 — 3,0) trong cic tam phin vj ¢o kich ol l:-llﬁ_ng nhau v
tv 1¢ VTE tai phat (p=0,082 twong tic). Trong nhom tam phin vi cao nhit theo trung tim, tv so
nguy ¢ (HR) clia rivaroxaban so vai warfarin 18 0,642 (95% Cl; 0,277 - 1, 484).

T§ 1@ xuii hign cia iéu chi chinh vé an todn (cdc bién ¢b xuit huyél niing hofic xudt huyét khing
ning e ¥ nghfa trén 1im sing) & nhom diéu tri rivaroxaban (10,3% (249/2412)) thip hom mit
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chilt so v&i nhdm diéu trj enoxaparin/ VEA (11,4% (274/2405)). T¥ 1& cia (12u chi an 1odn phy
(bién cb chiy méu ning) thip hom & nhém rivaroxaban (1,1% (26/2412)) so véi nhém
enoxaparin/VIA (2,2% (52/2403)) véi HR 0,493 (95% KTC: 0,308 - 0,789).

Bing 7: Két qua vit hidu qui vi dij an todn tir nghién ciu pha I Einstein PE

Diin si nghién cirn

4.832 bgnh nhin co thuyén tie phoi efip eo tri¢e chimg

Lidu vi thid pian didu tej Rivaroxahan® Enoxaparin/VEA™
3, 6 hofic 12 thing 3, 6 hojfic 12 thang
N=2418 N=2.413
VTE tii phat ¢d trigu chimg* 30 44
- (2.1%) (1,8%)
| PE ti phat co trifu chimg 23 20
L I {1.0%) (0,8%)
DVT i phit ¢d trigu chimg 18 17
_ ' (0,7%) (0,7%)
PE vi DVT 6 triga chimg 0 2
(<0, 1%)
PE tir vong/tir vong khi ehra 11 7
| lowi trir dugre PE {0,5%) (0,3%) _—
| Xudt huvét ning hoje khéng 244 274
nang lién quan dén lim sing (10,3%]) (11.4%]) .
Bitn co xudt huvét ning 20 52
(1,1%) (2,2%)

. B ' - Hl . | i
a) Rivaroxaban 15mg x 2 ldn/ngdy trong 3 twdn sau 86 18 20mg x 1 lin/ngdy

b} Enoxaparin trong it nhat 5 ngay, VKA dimg cing M vii tiép tue sau db

| * p<0,0026 (khing kém so vai HR duge dinh trude 13 2,0); HR: 1,123 (0,749 — 1,684)

Phin tich pdp két eye dige dinh 16 tnede etn cde nghién ciru Einstein DVT va PE dupe thye

hién (xem Bang B).

Bing 8: Cic ket qui zip vé hitu qui v an tedn tir ede nghién edu Einstein pha 111,
EINSTEIN DVT via EINSTEIN PE

| Diin 50 nghién cuu

Litu luwgng va thii gian
| dicu trj

VTE tii phat ed triéu chimg®

8.281 hénh nhin ¢6 huvét khibi tinh mach siu hofe thuyén

| tic phii cip 6 trifu chimg

PE tai phat ¢ tridu chimg

Rivaroxaban™ Enoxaparin/VEA®
3, 6 hodic 12 thing 3, 6 hoje 12 thing
B N=4.150 N=4,131
86 95
(2.1%) (2.3%a)
43 38
(1.0%] (0,9%)
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DV'T ti phit 6 trigu chimg 32 45 1
{0,8%) (1,1%a}

PE va DVT c6 trigu chimg 1 2
(=0, 1%) (<00,1%)

PE tir vong/ tir vong khi chua 15 13

laai trir duge PE (0,4%) (0,3%)

Nt huyét ning hodc khong 188 412

ning lién quan dén Jim sang [%.4%s) [ 10 0%)

Bién co xuit huvét niing 40 T2
(1.0%%) (1.7%)

a) Rivaroxaban 15myg x 2 lin/ngdy trong 3 tudn sau 46 dimg 20mg x 1 lan/ngay

b) Enoxaparin trong it nhit 5 ngdy, VKA ding clng I va tiép tue sau dé

*p = 0,0001 {(khéng thua kém so v&i HR duge dinh tnode 14 1,75); HR: 0,886 (0,661 — 1,186)

Lipi ich ldm sdng réng duge xdc dinh trude (tiéu chi chinh vé higu quéd edng voi cde bién cd xudt
huyét ning) duge bdo céo vii HR 12 0,771 ((KTC 95%: 0,614 — 0,967), p = 0,0244).

Trong nghién ciu Einstein mé ring (xem Bing §) rivaroxaban vt so vii gia duge vé két qui
hi¢u qué chinh va phy, D6i v tiéu chi an todn chinh (cée bién cb xudt huyét nng), t¥ 1¢ xudt
hign cao hom khing déng ké v mit 50 hegmg & nhitng bénh nhin dwgc digu tri biing rivaroxaban
20 mg mit lin m&i ngdy so voi gid duge. Két qua phy vé dd an todn (cdc bicn ch chiy mau
nghiém trong hofic khong nghiém trong lién quan dén lém sang) cho thiy tv 1& bénh nhén dicu tr
king rivarexaban 20 mg mét lin m3i ngdy cao hom so v gia duoc.

Bing 9: Két qui vE hidu qua vi 46 an todn tir nghién cir pha 11 EINSTEIN MO RONG

Diin s nghién ciu | 1.197 bénh nhén tiép tue diéu tri va di phong i phét
thuyén tic huvét khii finh mach
_ Litu dimg vi thiri gian ditu | Rivaroxaban® Placebo
trj 6 hodic 12 thing 6 hodc 12 thing
N=602 N=594 ]
VTE tdi phit ¢d tridu chimg* 8 42
(1.3%) {7.1%)
PE tii phit eb triu chimg 2 i3
(0.3%) (2.2%)
DVT téi phit ¢d tndu chimg 5 31
(0.8%) {5.2%0)
Tir vong do PE/Tir vong 1 1
rong 6 khing logi trit PE 0.2%) (0.2%)
Céic bifn o6 chiy miu nang 4 0
(0,7%) (0.0%)
Chiy mdu khing niing lién 32 i
| guan déﬂ ldm sing (5,4%) (1,2%)
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a) Rivaroxaban 20 mg ngdy 1 Liin
* < 0,0001 (16i vu), HR: 0,185 (0,087 - 0,393)

Trong nghifn ciru Einstein Choice {Biang %) rivaroxaban 20mg vi 10myg déu vugn rdi so vii acid
acetylsalicylic 100 mg vé két qua hidu qui chinh, Cac két cyuc vé higu qua phy gidm ding ké khi
so sdnh rivaroxaban 20mg hode 10mg so véi 100 mg acid acetylsalicylic. Tigu chi chinh vé an
todn (ede bidn o xudt hu].rét ning) 14 tuong ty & bénh nhan didu trf bing rivaroxaban 20mg va
10mg ngiy mot lin so vai acetylsalicylic acid 100mg. Tiéu chi phy vé an toan (ot huyét khing
nghiém trong lién quan dén vide neime didu tr hon 14 ngay) 12 twong tr khi so sénh rivaroxaban
20myg hode 10mg so v&i 100mg acetylsalicylic acid. Céc két cuc 14 nhit quén gitta cac bénh nhin
YTE cé nguyén nhén va v cén (xem Bang 10).

Trong phin tich lod ich 1am sdng réng duge xde dinh rede (NCB — Net Clinical Benefit) (két cyc
higu qud chinh cing v cic bién cb xult huyét ngng) cia EINSTEIN CHOICE, ty s6 nguy co
(MR} 14 0,44 {95% CI1 0,27 - 0,71, p = 0,0009) ddi vbi rivaroxaban 20mg ngiy mit lén so vai
100 mg acetylsalicylic acid ngay mot Mn; va 1y sb nguy co (HR) 13 0,32 (95% CI 0,18 - 0,55,
p=0.0001) d6i véi rivaroxaban 10mg ngay mit lin so véi 100me acetylsalicylic acid ngay mit
ldn 44 duoe bde edo.

Bing 10: Két qui vit higu qui va 4§ an toin tir nghién ciu pha 111 Einstein Choice -
‘ Déin s nghién cdu | 3.396 bénh nhin tiép tye dy phing thuyén tie huyét khii tinh

_ mach thi phit
' Litu didu tri Rivaroxuban 20 mg | Rivaroxaban 10 mg | ASA 100 mg mit |
mit in mbi nghy mét Lin mdi ngay Kin méi ngiy
| N=1.107 N=1.127 N=1.131
Thiri gian difu i | 349 [189-362] ngdy | 353 [190-362] ngay 350 [186-362] npdy
trung binh [dd trai
| gifta]
VTE thi phit cd trifu 17 I3 S0
chimg {1,5%)* (1.2%)** (4.4%)
PE i phdt b tridu 6 6 19
chimg {0,5%) (0,5%) (1.7%)
DWVT tdi phat ¢o trigu 9 8 30
chimg (0.5%) {0,7%) ) (2.7%)
PE gy tr vongur 2 i 2
vong khong loai trir (0,2%) {0,2%)
PE
Tic mach hé thing 19 18 6
tdi  phat oo tridu {(1,7%) (1,6%) (5,0%%)
chimg VTE, MI, ddt
quy_hodic ngodi thin |
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kinh trung wong ]
Cac bifn cob chay o 5 3
miu ndng (0,5%) {0,4%) {0,3%)
Xuft huyét khing 30 22 20
ning lién quan dén (2,7 (2,00 {1.8)
fam shng |

| VTE téan phit ¢6 tridn 23 17 33

| chimg holie chay mau (2,1%)+ (1,5%)++ (4,7%)

ning (lgi dch lim

| sing)
* p<), 001 (181 1) rivaroxaban 20mg mi ngiy so véi ASA 100mg mdi ngiy; HR=0,34 (0.20-
0.539%
** p<0,001 (ti 1) rivaroxaban 10mg mai ngiy so vai ASA 100mg mdi ngay: HR=0.26
(0,14-047T)
+ Rivaroxaban 20me mai ngiy so voi ASA 100mg moi ngiy; HR=0.44 (0,27-0,71), p=0,000
#+ Rivaroxaban 10mg méi ngay so voi ASA 100mg mdi ngay; HR=0.32 (0,18-0,55),
p<0.0001

Ngodi chuong trinh pha 111 EINSTEIN, mét nghién ciru dodn hé tién oo, khing can thigp, nhiin
mé (XALIA) e6 dénh gid két cuc tip trung, bao gdm VTE tii phat, xuft huyét ndng va tir vong
d3 durre tién hinh. 5142 bénh nhén bj DVT cip 43 duge thu nhin dé nghidn cire an todn dai han
cidr rivaroxaban so voi didu i ching déng tiéu chudn trong thwe hanh Km sing. T9 18 xudl
huyét ning, VTE tdi phat va or vong do moi nguyén nhin cia rivaroxaban liin It 12 0,7%, 1.4%
vit 0,5%. TV s6 nguy co so sdnh rivaroxaban va didu 1rj tiéu chudn da higu chinh cd tinh dén su
khic biét vé dic didm nén cia bénh nhin. TV sb nguy co hidu chinh déi véi xudt huyét nang.
VTE t4i phdt va tlr vong do moi nguyén nhin 14 0.77 (KTC 95% 0,40 -1,50), 0,91 (KTC 95%
0,54 - 1,54) va 0,51 (KTC 95% 0,24 - 1,07},

Rivaroxaban cho thiy an todn va hiée qua trong ty véi dide tr khdng ddng tidu chudn,

Nhimg két qui niy trén b¢nh nhin, thu dwge tr thye hanh lim sang thuimg quy, phi hgp vai
nhing két qué trong nghién cliru EINSTEIN DVT.

Ciie quin thé binh nhin dic bift

Sie khdie bigs vé ching tge (rem muyc Dde tink diege ding hoc)

Newdi gid/Gigi tinh (xem myc DGe tink dwge ding hoc)

Céin niing (xem mue Die tinh dige ddng hoc)

Sty wrfeim e ndne gon (xem muyc e tink dipe dong hoc)

Suy gicgm elure ndng thin (xem mye Ddc tinh duge dong hoc)

Anbk Ineémg i6n khodng Ofc

Khdng ghi nhin tée dung kéo dai khodng QTe & nam va nir gidi khde manh trén 50 tudi.

Bk whdn van tim phdn tao 43 trai gua TAVR gdn day

Trong nghién cime pha 111 da trung thm, ngiu nhién, nhin mé, cb A chimg GALILED, 1644
bénh nhin duge chon ngdu nhidn dé tham gia difu trj bing phic 46 rivaroxaban holic mét thudc
khéng tidu eiu trong vong 1-7 ngdy sau khi thay van ddng mach chi qua da thinh cong. Nhimg
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hénh nhin bj rung nki tnrde d6 hoje d4 timg duge chi dinh sir dyng thude chéng déng duimg
udng déu bj loal trir khoi nghién cim,

Muc tiéu chinh cia nghién ciu 13 dénh gid hifu qua va dd an toan coa lidu phip didu i
rivaroxaban {sir dung 10mg rivaroxaban ngdy 1 ldn va 75-100mg acetylsalicvlic acid (ASA)
ngdy 1 tin trang 90 nghy, sau dé tiép tyue sir dyng rivaroxaban 10mg ngdy 1 lin) so vai lidgu phap
didu trj tidu chuin (clopidogrel 75mg ngdy 1 ldn va 75-100mg ASA ngdy 1 Lin trong 90 ngdy,
ti€p theo sir dung ASA nghy 1 lin). Nghién ciu két thic sém do mat cin bing vé t 1§ tir vong
v bién ob huyét khii.

Trong phin tich dinh gid quﬂn th¢ bénh nhin dy dinh diéu trj (ITT), tiéu chi hiéu qua chinh,
nghia ki bién ¢ tr vong va thuyén the huyét khi, xdy ra & 105 bénh nhén (9,8 trén 100 bénh
nhén nidm) & nhom s dyng rivaroxaban va 78 bénh nhin (7,21 trén 100 bénh nhiin-nim) & nham
sir dyng thube khing tiéu ciu; HR 14 1,35 (95% CI: 1,01; 1,81). Trong phén tich quin thé bénh
nhén dang dicu tri; két qua hidu qua chinh xéy ra & 68 bénh nhin (twomg duong G 18: 8,11 trén
100 bénh nhin-nidm) & nhdm rivaroxaban o woi 63 (6,6 trén 100 bénh nhin-ndm) & nhdm thude
khing titu cau; HR 14 1.21 (95% CL: 0.86; 1,70).

Treng phin tich quén thé ITT, tiéu chi an todn chinh, nghia 1&; tiéu chi gdp cdc bién cd xudit
huyét de doa tinh mang, giy tin it hofic xudt huyét ning, xdy ra & 46 bénh nhén (4,29 trén 100
hénk nhin) & nhom rivaroxaban so vii 31 (83 trén 100 bénh nhin) & nhém thube khdng tidu chu;
HRE i 1,50 {95% C1 0.95; 2.37).

Bénh nhdn nguy co cao v hii ching khdng phospholipid (APS) co b ba khdng thé duwong tinh
Trong mdt nghién ciu duoe 14 g da trung tim, nhin mé, ngﬁu nhién héa voi danh gid két ene
durge Hm mi, rivaroxaban ducre so sinh véi warfarin & bénh nhiin cb tién sir huyét khéi, da durge
chin dodn méde hii chimg khing phospholipid va ¢6 nguy co cao véi cde bién cb thuyén tic do
huyeét khoi (duomg tinh vai cd 3 xét nghiém khéng phospholipid: khing déng lupus, khing th
khing cardiolipin va khing thé khing beta 2-glycoprotein I). Nghién et két thie som sau khi
chon duge 120 bénh nhin do s lrgmg cie bién cd di viron quéd & nhinh rivaroxaban, Théd gian
theo dii trung binh 14 569 npdy. 59 bénh nhin duwge phiin ngﬂu nhign sit dyng nvaroxiaban 20 my
{bénh nhin ¢b 49 thanh thii crestinine <50 mL/phit ding 15mg) vi 61 bénh nhin sir dung
warfarin (INR 2,0-3,0). Bidn cb thuyén the huyét khéi xudt hién & 12% bénh nhin phin npiu
nhién vio nhinh rivaroxaban (4 trrémg hop nhdi méu ndo va 2 trubng hop nhdi méu co tim).
Khing cd bidn ¢b ndo dige bdo cho & nhanh warfurin, Xuft hu}'él: ning gs'ip irén 4 bénh nhin
(7% cta nhdnh rivaroxaban va 2 bénh nhin (3%) cia nhinh warfarin.

Biic tinh deoe ding hoe:

H&'p thu wa simh kha drme:

Rivaroxaban durre hip thu nhanh, vai nf"mg i 16 da (Cmax ) sau 2 - 4 gicr u-‘:'mg thudic.
Rivaroxaban hép thu hiu nhir hoan toin qua dutmg udng va sinh khi dung diémg uing cao (80 -
1 00%) v vién 10mg, hét ke uﬁng thudic ¢ tinh trang ddimo. Viée s dung thube cung vai thire
in khing lam dnh hudmg dén AUC hofic Cmax eiia rivaroxaban & lidu 10mg. Vién rivaroxaban
10mg e thé udng cing hofie khong cing véi thire in (xem muc Cich ding, liéu diing).
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Do mie di hdp thu gigm, sinh kha dung duimg udng cia rivaroxaban 20mg uf:mg hic dai chi dat
6%, Khi ubng rivaroxaban 20mg cing véi thie dn lam ting AUC trung binh 39% so vai khi
ubng thude vio lic doi. cho thiy thude hip thu hiu nha hodn todn v cb sinh kha dyng ditmg
Uélllg cao (xem muc Cach dang, lidu diing).

O tinh trang no, sy hidp thu cda vién rivaroxaban 10mg, 13mg, 20mg t¥ 1& thufin viéi lidu ding.
Tinh bién thién trong duge ddng hoe cia rivaroxaban vira phéi v tinh bién thién gilta cde ca thé
(CV%) trong gidi han tir 30% dén 40%. Sy hip thu cia rivaroxaban phy thugc vio vi tri phing
thich thude trong duimg tide hée. Giam 2996 v 56% AUC va Cmax duge so sanh dii viri vidn
thude duge bio cio khi dvaroxaban nghién nhd duge phong thich trong gial doan gin cia rudt
non. Sy phoi nhiém cén giam thém khi thude duge phong thich trong giai doan xa cia rudt non,
hay trong dai tdng lén, Trinh ding rivaroxaban xa véi da diy cd thé din dén gidm sie hip thu va
sy phari nhigm lién quan dén thude,

Tink sinh khi dung (AUC va Cmax) ¢o thé so sinh dbi véi rivaroxaban 20mg nghién ra ding
cho drdmye uE'hng triim v murdee tho hode djch tréo trong nurde va ddng qua tfmg_ théng da day tidp
theo 1a thire &n léng, duge so sinh v&i uong nguyén vién thude, Bdc diégm dwge lye hoe cia
rivaroxaban cd thé dir dodn, i 18 vai lidu, nén cde két qué sinh kha dyng tir nghién ciru ndy co thé
dp dung cho cde lidu rivaroxaban thip hon,

Phén b

(ian kit protein trong huyet Lwong & ngudi cao, xﬁp xi 92% dén 95% véi albumin hu}':';’l tromg la
thiinh phiin 138n kéL chinh, Thé tich phiin bd & mire trung binh véi Vss khodng S0L.

If.'!ru}f::r hder war thai i

Trong liéu rivaraxaban udng vio, cé khodng 23 lidu bi thodi bitn theo chuyén hia, véi mdt nim
sau 46 duge thai trir qua thdn va mdt nira kia bj thin trir qua phin. 1/3 licu ding cin lai duge thii
trir trye tidp gua thin dudi dang hoat chdt khing @3i trong mrde tidu, phin lém qua su bai tiét chi
dong cia thin.

Rivaroxaban duge chuvén hda qua cae co ché CYPIA4, CYP2I2 va co ché khing phu thude
CYP. Sy thedi bidn do oxyd hda nhém themorpholinone va thity phin cde lign kit amide 14
nhitng i tri chd yéu cia quié trinh bién dbi sinh hoc. Theo ede nghién citu in vitre rivaroxaban |4
mit chit nén cia cde protein vin chuvén P-gp {P-glycoprotein) va B crp (protein kldng ung thue
vi).

Rivaroxaban ¢ dang khong ddi 14 hop chit quan trong nhét trong huyét twomg ngudi vii sir cd
mil ¢ia cde chiit chuyén hia khing quan trong hofie ¢b hoat tinh dang Iuu hanh, B9 thanh théi
todn phin cia rivaroxaban 1 khodng 10 Léh, dirge %8p vio nhém thube o6 d3 thanh thii thip. Sy
thili trix rivaroxaban khoi huvét twong sy ra vl thad ian bdn thii khodng 5-9 gier & nguir é v
khodng 11 -13 gid & ngwi gid,

Nhdm déin x6 dae higt:

Nauréri can tudi

(3 hénh nhén cao tudi, nong dé thude trong huyét twong cao hon & ngwdi wé wi vai gid tf AUC
teung binh cao han khodng 1,5 1n, chi véu do gidm (D ring) db thanh thai toan phin va d§
thanh thai qua thin (xem mye Céch ding, lidn diing).
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Gidi i

Khéng c6 sir khie bigt 6 vé duge déng hoe vi duge Iy hpe trén lim sing pifta bénh nhin nam
v ni¥ (xem mue Chch ding, lidu diing}.

Ciin nang

Che mire thii cire eia cin niing co thé (< S0kp hodc > 120ke) chi cé anh huémg nho 1én nong di
rivaroxaban trong huyét tong (dudi 25%) (xem myc Cach dimg, licu dang),

Tré em vi thanh thiéu nién

)% am todn vé higu qud cla thube & tré em va thanh thigu nién duwdi 18 wdi chua dupe thidy Lap
(xem muyc Cach ding, lidu ciling).

Sur khic bidt vé dén (o

Khing eb sir khde hiét nhiu vé duoc déng hoe va duge lue hoe liEn gquan mit [im sing gilta cac
bénh nhin da tring, npuii M7 pde Phi, ngwdi géc Ty Ban Nha, nguti Nhit Bin hofic ngudi
Trung Quoc {xem myc Cach ding, lidu ding).

suy giam chire ning gan

Anh huéme cia sy suy gidm chire nding gan lén duge ding hpc eia rivaroxaban duge nghién el
trén cdc ddi twomg diroe phin nhém theo hé théng xép logi Child Pugh, mdt quy trinh chudn
trong phit trign lim sing. Myc dich ban ditu eiia xép logi Child Pugh la danh gia tién luong bénh
gan mgn tinh, chi véu la xo gan. O bénh nhéin dir dinh diing thusie n:hfrng ding, didu quan trong
ciia suy gidm chire ning gan 13 gidm téng hop cdc yéu td déng miu binh thudmg & gan. Vi diéu
ndty chi do duge nho mét trong ndm do luomg 1am sing'hoa sinh trong b I]bﬁi:lg phan logi Child
Pugh nén khing c6 mbi twong quan rd ring gifta nguy co xuft huydt & bénh nhin vai sir sip xép
phin loai eita hé thong ndv. Do 46, quy@t dinh didu tri thube chéng déng cho bénh nhin phii die
lip v xép loai Child Pugh,

Chiing chi dinh rivaroxaban & cée bénh nhin mac bénh gan di kém véi bénh déng méu, ddn dén
NELY GO st hu]r'nft trén 1dm sang {xem mye Chﬁng chi dinh).

(} bénh nhin xo gan suy giam chire ndng gan & mie d6 nhe (duoc :u‘:p loai Child Pugh A) dugc
déng hoe cia rivaroxaban chi thay dii nhi (trung binh AUC cha rivaroxaban ting 1,2 Iém}, gén
nhir tiromg duong &l milre dat duere & nhdm ddi chimg khde manh. Khong phi nhin thay sy khic
biét b [ién quan i dic tinh duge lire hoc giita cdc nhom nay,

O bénh nhin xo gan suy gidm chite ndng gan & mie 43 trung binh (duege xép loai Child Pugh B),
ALIC trung binh cia rivaroxaban tang ding ké, ga‘rlp 2.3 lin so0 v&i & nguo tinh nguyen khoe
mgnh do syt thanh thii thude gidm di dang ké the hién bénh gan rd rét. AUC khdng giin két ting
gip 2.6 lin, Khing 6 dit lidu & bénh nhén suy gidm chire ning gan niing. Sir e ché hoat déng
cua ;ﬂf'u 1& Xa ing gép 2,6 lin so vai trén nguin linh nguyén khoe manh: sir kéo dai PT twong tu
ting gip 2,1 lin. PT trong xét nghiém ddng mdu todn bd dinh i con dudme ngoai sinh bao pom
che yeu to dong mau VI X, V. 11 vi 1 duec ting hop & gan, Bénh nhéin suy gidm chitc niing gan
& mire dd trung binh thimg nhay cdm hom wii rivaroxaban, din dén 4 thi bidu didn mbi quan
hé Duge dong hooDuge lue hoe (PE/PD) giltta nﬂng dd va PT trér nén die dirng hen.

Hién khing cd dif liéu vé cic bénh nhén Child Pugh C {xem muyc Cach diing, ligu ding, Chﬁng
chi dinh).
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Suv gidm chire nine thin

Sy phoi nhidm ca rivaroxaban ting 1én nguge lai vi sy gidm chire ndng thin duge dinh gid
thiing qua &5 thanh thai creatinine.

O bénh nhin suy giam chirc ning thin & mire O nhe (40 thanh thii creatinin 30 - §0 mbphit),
trung binh (46 thanh thdi creatinin < 30-30ml/phit) va nfng (df thanh thai creatinin < 30-
| Sml/phit), ndng di rivaroxaban trong huyét thanh (AUC) Fin luot ting 1.4, 1.5 va 1,6 lin so
vir & ngurdn tinh ngovén khoe manh (xem mue Céch ding, lidu ding: Canh béo va thin trong khi
dimg thuoe).

() hénh nhin suy gidm chirc ning thin & mie & nhe, trung binh v& ndng, sy e ché hoat déng
clia yéu 10 Xa noi chung ting tin lugt gip 1,5 1,9 va 2,0 lin so vii & ngudi tinh nguyén khoe
manh; sy kéo dai PT ciing ting twong img la 1,3; 22 va 24 lin. Khéng ¢ dit ligu v& bénh nhén
cd A3 thanh thai creatinine < 15 ml'phit.

Khuvén cao khong s dyung thube & bénh nhin ¢ dj thanh thii ereatinin < 15ml/phit. Nén thin
trgng khi sir dung rivaroxaban & binh nhidn suy giam chire nfing thiin ¢ df thanh thai creatinine
15 - 30ml/phit {xem myc Cich ding, li¢u dang:; Cinh bdo va thin trong khi dimg thudc).

Do béi bénh nén, nén nhimg bénh nhin ¢ suy giam chire nfing thin ning c6 nguy eo tdng ca
xuit buyét v huyét khii,

Dir ifu dupe dbng hoe ¢ bénh nhin

() nhitng binh nhin diing rivaroxaban 48 didu trj DVT ciip tinh 20mg mét lin méi ngiy, ndng d&
trumg binh hinh hoe (khodng du dodn 90%) 2 - 4 giér v khodng 24 gilr sau lidu (dgi dign twomg
dii cho nidng 43 i da va tbi thidu trong khodng thod gian ding thude) twomg (mg 14 215 (22-
335} v 32 (6-239) meg/l.

Moi quan hé duge déng hos/dwos e hog

Méi quan hé duge ddng hoc/duge lye hoe (PE/PD) gilta ndng &4 rivaroxaban trong huyét tweng
vh bt 56 1y chi vé duoe lue hoe (ire ché véu to Xa, PT, aPTT, Heptest) da durge danh gia sau
khi mit khodng rhng che lifu (5 - 30me, 2 lin/ngay). Moi quan hé gitta nbog 46 rivaroxaban vi
di hoat ding cia yn’:u 16 Xa diroe mi 1 16t nhit bing mé hinh Emax. D&i vai PT, md hinh ti.l!r'él'l
tinh ¢ diém <it thubng md & dit du 16t hon. Ty thude vio cdc thude thir PT khic nhau duge
sit dyng, 4§ doe khic nhau ding ké. Khi sit dung Neoplastin PT, PT eo bén 13 khodng 13 gidy va
& dic 14 khodng 3 dén 4 aifly/( 100 meg/1). Két qua phan tich PE/PD trong pha IT va 11 phi hep
visi dit lidu & nhing dii tirgmg khoe manh.

Dit lifu an todn titn lim sing

Dir lidu khing phai ldm sing cho thiv khang c6 nguy co dic biét ndo cho nguwdi dua rén cde
nghién cina quy woe vé duge Iy hoc an todn, dic tinh voi mot licgu duy nhil, dic tinh vin dnh
sing, 3¢ tinh vé di truyén, khd niing gdy ung thu va dde tinh sinh san.

Cac tac dung duoe quan st thily trong nhimg nghién cin doe tinh lidu lap lai déu chil :.’éu iA do
hoat tinh vé duoe lue hoe qué mire cda rivaroxaban. Trén chudt, nﬁng dd IgG va IgA trong huyét
tireng gia ting duoe thiv & nong di phoi nhifm cd § nghfa trén mjt 1am sing,

Treén chuft, khimg thay ¢d dnh hiime 120 kha ning sinh sin ciia chudt dire hofic chudt cdi. Cde
nghién cima trén dimg vit cho thiy o tinh sinh sin lidn quan dén co ché tic dung duge ¥ cia
rivaraxaban (vi di: hién chimg xudt huyét). Béc tinh trén phii thai (mét phoi thai sau khi ciy, sy
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hia xuong chim/ftién trién, nhiéu dom sing mau sic trén gan) v tin suft xudt hién (incidence)
cac di tit turdmg gip cling nhur cdc thay déi cia nhaw thai 83 duoe guan sit ll'r.i;.r & nhimg ndng
dé huyét tuomg eb lién quan vé ldm sang. Trong nghién ciru tindic va sau sinh & chudt, khi ning
_-:émg cila chudt con gidm duoe quan sat 111.53..' o nhiing lidu lugng die i v chudt me.

Quy ecdeh déng goi:
Hp 3 vi x 10 vidn nén bao phim.

Di¢u kifn bio quiin, han ding, tiéu chufin chit lwgng cia thude:

Diéy kién bio quan : Bao quan noi khd mét, nhiét 48 dudéi 20°C, trinh fnh sing.
Han ding: 24 thing ké tir ngéy sin xual.

Tigu chusin: TCCS.

Cor 5o sn xuat: Cor siv diing kv thube:
KRKA, D.D., NOVO MESTO CONG TY CO PHAN DUOC PHAM
Smarjeska cesta 6, TENAMYD
8501 Movo mesto, SLOVENIA L& ¥Y01-02A duimg Tin Thujn, khu edng

nghi¢p/khu ché xudt Tin Thudn, phutmg Tin
Thudn Ddng, quin 7, thinh phd Hé Chi Minh.




